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(54)Title: FUSED PYRIM1DINE COMPOUNDS AND MEDICINAL USE THEREOF 
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(57) Abstract 

Fused pyrimidine compounds represented by general formula (I), pharmaceutical ly acceptable salts thereof or hydrates of the same, 
drugs containing the compounds of general formula (I), pharmaceutical^ acceptable salts thereof or hydrates of the same, and medicinal 
compositions containing the compounds of general formula (I), pharmaceutical ly acceptable salts thereof or hydrates of the same, wherein 
each symbol is as defined in the specification. Because of having an excellent CRF receptor antagonism, these compounds are useful as 
drugs, in particular, remedies for human depression, eating disturbance including dietary negativism and overeating, Alzheimer's disease, 
schizophrenia, Parkinson's disease, Huntington's chorea, amyotrophic lateral sclerosis, mania, psychophysiologic disorder, senile dementia, 
panic disorder, cerebral attack, inflammation in autoimmune diseases such as rheumatoid arthritis, pain, obesity, Gillcs de la Tourctte's 
disease, alcohol dependence, climacteric disturbance and premenstrual tension syndrome, cardiac circulatory drugs such as hypotensive 
drugs, immunopotenttators, immunosuppressors and drugs for improving the conditions of patients in intensive care units (ICU). 
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5 - b] f > K-;K 

4 - fx ( 2 - h + i/xf;l/) T ^ 7 - 2 - /• 9 - ( 2 , 4 , 6-h 

'J^f;l/7xx;l.) - 9H-t'"J ; K [4, 5 - b ] f > K-yK 
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2, 4. 6 - h V - 9 H-fc* U ^ K [4, 5-b] -f^F-ib 

'fvrf^ 3t2$fcr?-yK 5&3i|ft:7>;K ^>^;u^©«*fU ~ 5 ©Sift* 

^iiiKSSft 1 ~ 4 <DT JV^-J^CO^.^zm.nn. 3—8 O^^T;U + ;U*<g^L 

ft 3 — 8 CDmWiTJisZ-Jim&gii-o 7;l/3*->i(i>> + i/, iJ>^->. 7 s a # 
*'>x -fyyaiS+i/, :/ h + '>^©j^^ft 1 ~ 4 <DT Jl=i o TJV* 

1 — 5 ©iSilt tzitft&mVt<DTJ\s*j\/&t> L < ti^a^n •> 

7; A 7 , at'yl/7;;, i/^nyot'^; A i/^n^->;l/7;;|^ 
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n5o ^ n y wfc 7 /i/ 4- 1 — 3 |@ © ^ a y > j&< ■$ L ti&tm^i^j or.. 

■5;i/*/u<fc(i7 U -yw*<US*tt l ~~ 5 ©7;u^;nc§& Lft ,k<DT*£> o T. Tti 
7x-;i/if;k 7 i -;i/7 p atVk 7x-/^f/H^^to 

3 + ->7;u*;utttR*a l ~ 4 ®7;^;k:M l ~ 4 © 7 

Lfc ko&TjkL, J h^->^ 2 -> h^i/jc^yi/s h^>>^ ^;u, 2- 

.x h*-> Jtf-yu -So t Kn*i/7;i/*^ilit K.n*i/^f ;k t 

;K 2 o IiSiLT(i, A D y^ 7;l/*;K 7 7L^*->, 
7 *>;l/ N tFn + ->, T^y. - h am&l&lf e>tl5 9 CCT\ T^^/U. 7/U 

3-hf»;yyK 2-f-i— yu v 3 -*•:=.— ;K 2 - 7 <J 

3-7'J;k 2 -t°'J ; ^-/K 4 - t° V ~ i? — ;K 5 - b° U i — £ 5 v 

JC^yU^^ -?u\iJis?-*^ << V7n £;l/f-*4fiE©Ut*tt 1 ~ 4 COT/U 

5 ©it§ItK£/;te#&IIft©7;l/*>'UT£>oT. -x.^/K :/nfcVK << 
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1 — 4 07;l/+;l/©«C^i^3 - 8 <DMtf:TJ\<*Jl>fi<mmLtzk<D%:7ik 
L> y^nynk'iMfyK •> ^ a ^f-;u> ? n^>^;i/> > ? 

a^\ + ->;u> ^yl/^^ff £>n& 0 y^n7;^^i{i->^n7 p Dfc:';k •> ? n 
-> ? a^>?-;l/ N a^s+i/;H|CDj^^^ 3 ~ 8 co^t^T^^^S^ 
tf-To 7'J -;i/ili7x-;k i-f7f;k 2 - J-7 ^-jum^^-to ^v-ut 
V -;u<h (i 2 — t° y 3 - tf U 4 — h° y 2 - ^x\^.;K 3 - f- 

x\^.;K 2-"7'J;W 3--7'J;Us 2 -try Si* — 4-b''J;-;-/W 5- 
t'y ~ y-;k- h'7->'-^f^^to t Fn^->r;l/^;i/<h(i t Ko*y>f;k 
t Ka^r'>i^yu, t Fn^ i/y a t';b^^^tJ[ 1 ~ 5 ©T^^;Ug{C7K^S^' 

LfcfeOT*-3t, 7i-;l/xf;K 7 * — /U^a 7 

^4*15, ^f ar y — yuy/u + yuii* t° y t° y ^ y 

(iTHrf-;U N 7aft-;W 7^ 'J 2 ~ 5 CDT frti J << Jl&Tjk-fo 

7;i/3 + v7;i/+;i/<!:«^^IS[ 1 ~ 4 cot Ji*Ji'lztfim%L l ~ i <DT ji? *?sfi< 

*TJi*J\stte&im%t l ~ 4 ©t;u^;u{c^^^: i ~ 4 cDTvi/^u^^g&L 

y 7 l ~ 4 ®7ii/+iW;7 s J ^g^L^fe©<&^ L, 2-7 

; ;xf ;k 3 -T S y 7°o t°;U^^<^(f litl-So 7/U^UT S y T ;u*;u£ (£ 

5 © til t /: (i^feltt® 7 ;l/ + ;l/ L < (i: •> ^ d 7 s n h a ;k ->y-ay^;U. •> 
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1 ~~ 3 <DTfr*Jl>lZ* JU#* is Liz kO&StL* 2 -*7VU***-> 

1 — 3 ©Tyu^i/^Wf & tce^ot/ h^v^l/tf— 71/ ^ 2-y 
h*rist!JV7£ — j\sjirj[/^ 3 h + ->*;Ut^- yl/^n t^K i> 4- :>*7 — 

1 - b°^5 ;w u y m&M-fo 

<fci^-;W n^a fc°;l/y a \z JVfrfr £ L < . £ 9 t>tt^f-^i 
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>itTJl*J\stte 1 ~ 3 ^KD^oy >ft<m&Ltzmm$L 1 — 5 ©T;U4-;US 

y^;K ^7;u^-a y ^yi/ N h >J yjviru/ l-Jiteffiiigif z,n& 0 tji^-ju^ 
^if-/k b FD + i/^n t°;H?M^ifc 1 ~ 5 CDT Jl*Jl<miZ7km&frm£rLtz 

SfcUK>'^D7'nt';k ^^n^JK i/^n^>^;u, •> ? a ^ •> A> & 
i'o^tl^ 3 - 8 o ■> ^ o 7;i/+;H^ l o^o^-y T;u^yi/T s ;I^U 

tztx.tt/3-J\/T x J , ^^-jVTiy, -fa^jVTiy, i/ ? a zf u ¥ JIT i J , 

T'ptfyK 'fV^ofiW yf/k v^^O^gr i ~ 5 CDW.mttzt.tfr 

? n^wi/tei'OD^gfc 3 ~ 8 CD •> ? n T^^-^S^ £>;Ki'n3 IrI — * 

•^xf;l/7;;, N-i^;t/-N-y f-;UT = 7 . N- o^s* wu-N-/- 
^;UT ~ J tlhz^mi^tl^o TJVzi*->TJl'*J\;ttef%m i !& 1 — 4 CDTjU^jI 
1 ~ 4 CDTJVzUrisfrm&iLtz ^CD^Tjk U > h * •> > ^ >M/> 2->h 
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3 -T ^ y Zfu \*)\,mti<Wf btlZo 7^ + ^7;;7;^;l/i(^f;k 
;c*-;U. ynt';k ^V^nh'/k 7^7K ^ V^f 1 ~ 5 IT® 

HLflltfeti^feil^T^+^ltfc L < n^o tf;U. ^n^f/W v ? n 

v ? n^#- 2/ 3 ~ 8 <D i/ n7^*/H^ 1 -o3#o^e 
;7;v+;i/7 i ; Si<R*ft l - 5 o^ + yuSicft^L/t t>o % fc<h*.tf2 - 

7f=TTT7if-^' 3 - / *J\sT i J 7" a t^K 3-if^7;7^o t°/H| 

;w vrf^fo^iit i ~ 5 (DW.mttzte'fr&mtfiTJi^ji'mb l 

^iJ7;i/^i/7 i l ~ 5 ©r;u+yul£{c*g^L^4>o. fz±x.tf 

2-y^5 L ;i'7;;xf;K 2- (N-xfyi/-N-^W;;) i^;u^£r 

unt>OljftSi7'J 'N-r nT U - Jls&fflfr&fr-tttz A r £ LTte 2 , 

4, 6 - b U >f ;l/7x-;k 2 - ^f7l/-4--^V7nh>7xx;k 2, 6- 
y>f^-4-^77 , nt>7x-;k 2, 6-^>f^-4-y^f-^7 5; 
7 x .=.;U\ 2, 6-^^f^-4-7on7xx;k 5 - 7 -t? f-^Uf- * 7 x > - 
2—f;V v 5-^V7'De;l/7 % *7x>-2-'f/K 2, 4. 6-F'J>f^b' 
'J-;y-3-^;K 2 , 4 , 6 - h V > t° U i >» > - 5 - -f JUfrftt L < > 
^iC2, 4, 6-h'J>f;l/7xx;l/, 2, 6 — -J / ^-JU— 4 — f V 7° n fc; A- "7 
x— 2, 4, 6-h'J^f-;l/t , Uy>-3-'f;k 2, 4, 6 - h'J^f^ 

t'o 7;u*;u<h(i^ ^-^n -z^K T'ah^k >f v zf u \ZjI<d<Si o tc£££ft l ~ 
5 (Dmm$.tzi,*ft&.mVtT J\s*J\s£7f;i-o D7M^ili^n7'o t°;K 
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7t-;W 2 -7-7f 5:ito ^nt" n7'J — yui (i 2 — t° U >WK 
;l/> 4-t''J^;k 2-T-i— ;K 3-T-^^.yU, 2-7'J/W 3-7'J;K 2- 

t? y ^ 4 - tr u ^ is—ji, 5 — tr y ^ ;k it—jvm&^-r 0 t 

j^^ISC 1 ~ 4 OTyU + ^T-^^^-^o 'M3 Y WfcT-fU^Utti 1 ~ 3 M<D^ a f 

o^t-vK h U £ a n / t-;K 7 t- ;K ^ 7 Jl* a ^ tvI/ % I 'J7^t 

Fn^->xf;K 3 - b Kn + yya £yU3K&*& 1 ~ 5 CDT;l/*/U*{£7K@f£ 
*<S^L^t>o**-To 7;^ + y7M;l/itt^3!!( 1 ~ 4 07;^iH:^f 
& 1 ~ 4 ®T;i/3*->a<IIiftLrt:fc©£^L. ^ h 4 s - ;K 2-^ h^vai 
T-yu. i h^>>> t-/k 2 h*->i.T-yU3ia<<*tf S>ft<5o 7;v+;i/7;.V7 

"T't-vW a^s>T-;K n'N^->yU^i*©£ft*tS[3 — 8©y^ n T ;b 

1 ojfo^;7;i/+;i/7 ^ J l ~ 5 O7;^^Si:^U:fe0 

/:i^.(i2->f;b7;;ifyK 3 - >f^7;;7°ot , ;l/, 3-if^7; 
yynh'yl/f ^7^ + ^7;/7;^^ili>f/k if^k 7"n^k 
-fV7"nf;k -f vyf-;^o^l!( 1 ~ 5 ©i£«£ fc(i#fe«M*T;u 

^Jl/g & L < (2^ ? 07*0 fcVW •> 9 n -f^)V^ ' •> * d^n^t^K S/^a'N+i/ 
;i/te£©^3&3 ~ 8 nr^^yu^^^iKi'n^lnj— ifcliH<i:5 7;i/+ 

;Ug£ 2 o^o-y7;l/ + ;l'7 = yS^$H! 1 — 5 <DT JV* JlsmizM& L 
f:^lf2-yyf^7;yxf;k 2- (N-xf;l/-N-^ WW) ^ 
T";b^^^-r 0 
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;b * ;u ti * f-;u*-;*-s 7'ot , ;^t, ^v^Dt^ftH 

Ls f-;l/^3f*<JF * L^o t Kn^->7^ + ;l/i:(it Fn + i/^f ;K 1- 

tKD + i/xf^ 2-bKo*->if;k 3 - t Fn + f^o b*;UI?#t5tifc 1 ~ 
3 <DT Jly*J\siZ7kWtmt)<m&Ltzh<D%:£;L. 1 -*fc{± 2 - t h*o*->xf;l/ 

1 — 4 ©ililt^fctetffe^T^yuk L (li^^T'n t°;K •> 
^n7^/K ^^n^y-^^U. 3 ~ 6 aTVU 

^otr^K ^V7"nt°;k 7^;k >r v :/^yu*$<z>ifc*& l ~ 4 £"t?©i£ 
IKtfc£fc{i#fe«rtK7;l'*/l/t> L < n^n fcVK •> * n ->*a^ 

S f: til^i S 7 + 2 o I !i 7 ^ 'J : J J, txy-?;, l-h°D'J 

y -5 5C 2 oOlWi^Lt^t5IiH?i*i:Mli[ 3 ~ 6 

2 0 



WO 98/29397 



PCT/JP97/04782 



(D^&j&f&ltziSTJlylrJl/T i J o T )\s 3 * •> TJ^-JUt Z CD T JU J- j\, 

LT^tlfe 1 ~ 3 C07 JV^-Jl^^-t^ b<D-V&-oT/ h*->>f-;K J h * 

st&, -rb-r vi^ g5i, y^jimit'com^mt 

ft if) &£*tt£o 

£*Tic. »a*<s ( i i ) ' ntzu ( i i i ) (i) -r^s 

1 : -«xC ( I ) <D4l&$l<D&j3&j& 

-J&it ( 1 ) 




[it<£. SUA' l« (2) (3) 



2 1 



BNSOOCID: <WO . 9829397 A 1 



WO 98/29397 



PCT/JP97/04782 



R 4 

•c&ztizii&mt-iSLz: (4) 

A r -W ( 4 ) 

IftttS (BtWt* 'J 'JA, h'J^A, TK^^b^ h'JfA, VVAttz 

-fvyn^xW;^) co#^Ts SJft^rffl.* Ltt^7&i& (7k. Iwl'.i >\ 

>*^ticn^©ffi*o«^iK) II^^i 7 o°C5c i BSfiB^k l o BPel 
So; iicj: 9— SkiC CI) ^Snsft^i^nSo 

^2 : — »SC (I) ©^^©-^fiJc^ffi 




2 2 



WO 98/29397 



PCT/JP97/04782 



z 




(5) 



Ar 



ns-fk^'i-sfts: (6) 




(6) 



^ It^l U ftK*- hU-JA, TKKVk^ h'J7A, ^ 

t;Vx^;!/7 ^ >3?) <7>?f3ET> ^fi*M?> 1 9 0 °CJC 1 ~ 2 4 B^RHSJS $ 5 C 

3 : — flftsS ( I ) 0^«l©^fiJc^rS 

2 3 

BNSOOCtO: <WO 9829397 A 1 _l_> 



WO 98/29397 



PCT/JP97/04782 



— jftiS (I) R 1 *<k Kd* v/7;i/*;UT££ft^4&ti— «5£ (7) 



y^fyu^u^ + i/Klf) *x gMA7k*8SftK 7 71/* U flu-7k#J|^ 

: — **3£ (I) O^tffO^filc^S 
— J&5£(I) R 1 ^7/U3 + ->> 7;;, T;U4/UT^y N ^T^4;l/T 





Ar 



WO 98/29397 



PCT/JP97/04782 



T 5 >s ^74/*;U7 S 7;U*7 5- K TkBMk*- 

*->K^) *K - 2 0 o C^£> 1 9 0 °C "CKfE J: oT fcS5':ii<t 

5 : ( I ) <Diti5%JlO&f&-j5m 

— #S:5£ (I) cK R 3 ^T^l^K '>^o7i^iK ^\fn7'J-;k k Kn 

;^^7;;7;v+;k ^;i/t^->7;^;k TyU3+->^;;u^— yUT^u^yu-e 
£><£4k£-#j(i. — fl£5£ (9 ) 



; ;77l/ + ;K TJl*)VT I J TJl^rJ]/^ sT JU^r J\/T i J 7 fiJ\/tf*r 




TS^n^^fk^i-flgis: do) 



R 3 -X 



(10) 



BNSOOCIO: <WO 9829397A1 J_> 



WO 98/29397 



PCT/JP97/04782 



hvUi>*^(icn«s>©ffi.*(Oa^Sifl|*) «K (USB* USA. £j^Sft 

1 7 0 °C !C 1 ~ 2 4 WoCita^tH^Ci^Ti^^o 
6 : -flftjC ( 1 ) ©^^©^fiJt^Tj* 

— flSit (l) 4»n R 1 7;t/*;K •> ^ n t;I/^;u, 7;i/n+-->. vT 



o 



o 




OY 




J 

(12) 



(11) 




d) 



2 6 



WO 98/29397 



PCT/JP97/04782 



mm-c$>z> 0 ) 

(1) SJSxC 1 Icil^R 1 ;6<T/l/*;K '>.^o7;i/*;K ^ o y WbTvU^K 

(11)^ Ya<7k*T**fc^£-Ms£ (14) 

O 

R 1 — C-L (14) 
L(i7 7 fs a^JSo^oy^ h*->. ^-h* 

£ ftte — flfcsS (15) 

o o 

R^C-O-C-R 1 (15) 
ft (fh7t Fn7 5>, mt* *l>>. f- 

l 7 0 °cr 1-24 mfflfrfcZiT r> c iici 9— /&5$ (16) 



o 




(16) 



J H 

2 7 

BNS0OC10: <WO 9829397A1 J_> 



WO 98/29397 



PCT/JP97/04782 



^bl 7 0°CTl-2 4fiFPI5^$ti:5Cii:J;i9, — j&sS; (17) 

O 



t?«$n*^4»*»-5 0 (i7) cd^^^/s^ (^^y- 

>K p< ^ J -Jl, fom) T>t-7ilfii^ 1 0 0 °CT 1 ~ 2 4 B#fif!#o 
C £{c<fc 9— AfciS (12) R' a<7;i/*;t/. i/^oT^+yk ^a^WtT 

(2) KJ&jZ 1 ICfc^TR 1 /ttsC (12) <Dit<k®UZ, ®\*-lZY 
*<7K*"C*-5— «SC (11) OM^^^AJ ^ K4 3 . 1 0 0°C*>^ 2 5 0 °C 
T? 1 - 2 4 B#fifl«o C i IC J: ^ Tf#£ Z t&T? £ -So 

(3) KJ&jS 1 iCfc^TR 1 *<T;l/3^-> N i?7;l/+;l/7;;s 7 

£>£-fl£it (12) o^«ni±^i^.tf^o^Jw«koT^jiK-e^So 

>^ ^^onx^y, ^nai^y, f h5h Fo7 5k ^V-tfy, 
-fiSiS (18) 




3629397 A 1 1 > 



WO 98/29397 



PCT/JP97/04782 



o 




(18) 



C <fcK«fc «9 — Z&i!; (19). 



o 




(19) 



§o ) 

1 ilMKflES Afc5C (2 0) 



o 




(20) 



J 

2 9 



8NSOOCID: <WO 9829397AtJ_> 



WO 98/29397 



PCT/JP97/04782 



30 - 2 0*C*ms> 1 9 0 VZfcfcZitZ Z. iJCct «9 — j&xS (12) ^ R' 

(4) i ( .1. .12. ti 2X®,4&&mi~" 

^Z&^&l 5 0°CIC1~3 OSfP^oCiiCtoTlUSo TJ\s*J\s*-*iMM 

«toa^»iSE485) =K 7 0°CTl-2 4 ii#P h 1RJ&£<t-3 *:&f3 7yl/4 : • 

;Wk5S^ O'iMk^^W 30ftxf;K JUk^^S?) ^MmtL^i-^ 
( h^UJL^ 'O -tf > N t- h7 t Fn7 5 J£4k^ fU^ *>>U >3/;:te 

cn^offi^coM^^n) =k 1 7 0 °ct i~24 mmr?mz±tz c 

chJcJ: i5o tfc^Ul/* — yWkl±ia*Stt*;U* — ;MkS$^ ( P - h > 

>tt(iCnt>Offif©IMlf) M^fc 1 5 0°C5C 1-2 4B#IH#o 

(5) -fl&xS (1) ©>fk^{i. — fi£5£ (13) coit&M tffiiZ—f&.3Z (6) © 

3 0 



WO 98/29397 



PCT/JP97/04782 



7 : — /&5£ ( 1 ) <D<l&®<D&tfa3& 




(11) (21) (22) 




(23) (1) 



(1) {C&^T— J&5£ (2 1) i?s$ns^«jii, 0ix.wr— (1 

4u h L < t±^fflE^ffl^-r(cMffl^t) 1 5 0 °C"e 1 mUfrb 1 ilfHI&oC 

3 1 



BNSOOCID: <WO 9829397A1 



WO 98/29397 



PCT/JP97/04782 



(2) Icfcl^T— tt£ (2 1) ■Z&ZtlZ4l&mt£lTizmi"fi&lz& 

^t^^ci^^c -rti^^-m.^ (i i) 

*9J-j^ tK. ; J***f ym h L < {i^ti£o£:ico}t£-?g$&) <K 

T y*~7il^b 1 0 0 °CT" 1 mfflfr* 1 aaSMSoCilCJ: & L < l*Y 

u *^(iM*JSE-e^k^t» i 5 o°C{c i ~2 4 iiCct <o'&z>ti 

tzWt^aY >4t®!%:m%tei&1& * 9 J - )W tK. * * If- > . ^ 

5C 1 B$Rflj&> t> 1 ilRfl&o C i {C «fc 0 — J&xC ( 2 4 ) 



O 




(24) 



"Ci^n^^itU ff^tlfc-^xC (2 4) ®ll:^^DDfixf;k 
? n n rjimtm : U.frt>tinf&MffiT, 1-2 4 B#PaWo C j&xt (2 

i) -e*sn5^«i*i5o 

( 3 ) KfclX, 2 Kfc^T— ttS; (22) T£3 tlZlt&Vate— fiStiS (21) 
£-«5&. -fl£5£ (13) CD4k£«a££/j£"r*#£6 (4) ilRl«0*#T. 
y>-fk> T;i/*;u^;Hk. *;l/*-;Wk*£?T9 z HzJz^Tnz c So 

(4) s^5C2 icfe^T-^ (2 3) -rtsn^k^&ti. -J&iS (2 2) t? 

s$n-5^«ff*strE-«^ (6) (Dit^^tzit^<Dmnim^s.Jt^mmL 

ttl^jgift- (*-9 J -vu. * 9 J -h, fl^7t Ko77>, ^k^ U 

3 2 
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;ut ^ > N y-r v/d tf;i/i^;i/T ^ >) ^cd^^t. Mffl^S* l 7 0 °cjc i ~ 
(5) K^5:2 fC&^T — ^ (1) R' i<7^3*->, 7;; v 7;U*/U 
4b£-4£ite. — (2 3) ^^.idfT;i/3-;K 7;^7-h, 

^^A7; H\ fwl^>\ fh5t Kn75>, £4b;< 7k. 

* f-yl/X - 2 0 *Cfr>> 1 9 0 tTRJCS Z.t\z\£^X 

^■i4 8 : -«5£ ( 1 ) ©4bl£^CD^J&#& 
— «^ (1) =K R' i<t Kn + y7;^^T?a5S^fttt£ITiu/Tt^(c 

SiCiU -e^Lfc— jftxs; (id aaa; (i) (Dit&to&'kiiZ'fzTJ&G 
(i) ©— aw>EJE*. — flfts: (14) ttziz— (is) r^£ft<Mb£-^ 

CDftfrlQ iC— fl£xS (2 5) 

o 

T-O-U-C-L (25) 

(S*. &t2^(MI£<h|n]^T?&£o ) 

— ]&5£ (2 6) 

o o 

T-O-U-C-O-C-U-O-T (26) 

3 3 
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Tz&znzn&m&m^xm^ — (27) 




(27) 



J 



ntz—*BL3£ (2 7) ©i^WTo^ia^rfci^ci^^-So 

' (2 4) CD^t^tt*— ttS; (2 5) £titt—®Ll& (2 6) cD^b^^JiiS 

^ (2 8) 



^Stl4M§»5o — (2 8) ©4b^«0*«£#»ii (7-bh-h'J 
*4-->Kx *->b> % ^->^L/>, Ml/^^ h° 'J S? y%?b L < 12 d ft b ©ftS 
^>^^<h^^^^ 1 7 0°C-ei~~2 4WSo;iia^ — (29) 



O 




H 



J 



3 4 
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O 




J 



•C*$tl5M«l*f5o — (2 9) ©-fk^^ffll^TRJCiCl © (12) 
^£ (1) &»3£J6£|S|&©RJ6£fT^ -J&xt (2 7) O^«j^»-5o 

l#^n/-c-^^: (2 7) oik^oT^S3 <fci^«©s^#*ffl^ri^* 

tSCtlCiou — (1)4^ R l *<fc Fu^i/TJl^Jl/T'&Zfc&Vufr 

SiS8-i : — (i) ©-fk^o^-s. 3»A' *<3S: (20 3 -ft 




3 5 
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h;U^V. tf U $>>3s*>L< licn£©flE.m©ffi£«i«) -J&5£ (3 1)© 

a Slvl^lir i > N tr v ^ >«o ©??&t t> t < «*ffST, 1 7 0 °c 

B#|Hl«oC tiZ£tr>, -ffciZ (3 2) <ZMt£$j£»£o 
(2) — «3S; (3 2) ®^«l«rilS^»ifll (fh5tKn75^ mitris 

— i^fc:3^*^£ 0~ 1 7 0°Cfc 1 ~ 2 4 BfrroftodtiCfctK —f&xS; (3 3) 

( 3 ) — flftS (33) (Dfc&m&ELfczZ 1 ©xS (12)^^(1) ^r^SK^i 
l^*SI©KJ6£m^ -JRit (3 4) <£>4k£$j£»S 0 

(4) (3 4) ©4b^«j£ii!3tt*iSE (f h7hKa75>, £*b> t^U 

V. ^na^/bA, l. 2-^Dnx^>, Sfe&. TkH L < ti C n "s> 

i K> N-3- K3A^a>f ^ Ff©A D y yitUMt o — l 7 o°c 

i:i~2 4 ^piftociia»js — test ( 1 ) «a* *><it (2) 

7jS8-2 : — Hfcxt; (1) <Di\:&m<Dr>%. B»A* *<5t (2) 7?£ £ 4b£r^©£r 
( 1) -J&it (3 3) ©-ft^^a^nc^iSE'CT- h5tKn77^, *fb<* ^ U 

3 6 
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3'>?BK S K> N-3-K3/^8'f; K3&©^ a y WbK& t 0 ~ 1 7 0 °C 
{Cl-2 4W-3Ciia^ — jftiC (35) O^«ff*»5 0 
(2) — flftiC (3 5) ©4bl^£KJ&xU ©iS (1 2) ^ £ (1) 

I«I&©kjC£(t^ — flSxS (l) ©-ffc^©?^ ^a* a<5fc (2) -efc-sfl:^ 

^9 : -JftxC (5) 0^^-«3©^^rS 

2 TSH>5Dg**-?i&<5— (5) ©-fk^tiJBlTcoSJCS: 3 tcSfet^^ 




(11) (37) 

( 1 ) (12) ©-fb£r$j t -flss; ( 4 ) (Dii&m t^-hvf^y y^fc* 
#&l iH«o^frTi:m^, — HftS (3 6) -e^£tt<Mt£r$7£f#£ 0 ?#£>n 
rtiffc^icatU (4) icfcl^-^ (13) ©^i?£ifHl*i©^^T!- 
M °^>IL T/l/^yl/f-^-fb. Kfrfr — Ml^&ft-o C itCck oT— /ft 5$ (5) 
©4b£$i£f#3o 

( 2 ) — flfca; (in <z>fo&® t ( 4 ) ©ib£-#j t<DiJv~?*)y rKfc* 

3 7 
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tmm<Dgk&TlZft\<K -mm (3 7) T£:ZnZ<t&fy]%:'&2>o '&£>tl 
fzit&<M%:m^"XJj&6 (1) IZtelfZ-f&iS, (12) <Dfc£!fa(D&j&tm%k<Z> 

sjc^-m^ -mm (3 6) -c&znzfc&mz&Zo mt>ntz4t&®!izitfL, 

Jj&G (4) IZtSlfZ— /&s£ (13) ©£/&£l^©^#TK:/Nny Wb. T;U 

*;uf-?Hb. xjv-fr-frfcmZ'ft ? Cchicj: oT-a£5£ (5) ©4b^f£*#£o 
#&3 T-fflW;ft^ft^&£-H&i$ (7) ©^b^ttj^Ti^iJ-^JcJio 

(1) -as:^ (27) o^^ii-^ (4) (Dit&yjttt&i tmm<z>m* 
Tizm&zmK -mm (7) -Z'giisnzit&m&mzo 

(2) sj&a; i iz&ifz— mm (id 4Mb£»^— ^ (5) <D4t&m&£t 

(1) <D— mOKfoZ, -mm (14) — mm (15) ©ft 

;b <9 fc— j&iS (2 5) ttzlt-mm (2 6) ©-fb^-^ffl^Tm^ (3 
8) 



•ei^ns^^fis,, i#^nfc-^^: (3 8) <Dit&mt— mm (6) ©it 

^£/i{«©^tt;!jn^<h©KJfo£:£&2 ^^©KJft^Ti^ToT-J&xS ( 

7) -z&znzit&mzmzo 

#&l l : -mm (8) ©4b£$i©£r;&^;£ 

^rS4 r-m\,^mftT*&z-mm (8) ©ib£-#ite> fc<!:^i^T©sjCxC4 



z 




(38) 



Ar 
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(40) ( 8) 



— fikiZ (3 7) (Dfc&VB&m^X-ft&T <D ( 1 ) £ fcli (2) "iR«|OSf6* 
*T^T£-#c$tl£ — j&xS (3 9) CDYb^4^^r. (4) flftiC (1 

<b*ff-3 citcioT— «:S;'C4 o) f^ssns^^jii, ^ttr^t^ 

imjIS-^ (6) <Dfl:^M fcii*©g^jta&<h£EJS£Pfi$Ltt^»& 

U A. ij -5 A) £ A:tiW«ttt3£ ( h U i^/UT ^ 

vratJ^xf^? ^ >) fO^STs IS^b) 1 7 0 °CIC 1 — 2 4 B#Fa1{£ 

ociCck*9. -itta; (8) -e*$ns^«?i*<»'5»n-5o 

Ifr&l 2 : -fl£5£ (9) ©^^O^^i* 

3 9 

BNSOOCID: <WO 9829397A1 J_> 



WO 98/29397 



PCT/JP97/04782 



(41) 

R 2 — N H a (41) 
(5£4»* R 2 {il?il5<i:|5]^7r*<So ) 

hVUi^yUT ~ >) 1 7 0 °Cic l~24 TO^CiiU 

OTi^ 3ai a ^a: (iv) tts; (i) -^a^ns^^cD^ 
^i 3 : — j&it (iv) \zis\i*x nz%iftti<%.m-&-e&z—tBL3: ( 

4 3 ) <D{l&Qi<D&iSrt& 




(i^^x R''t±7k*. T^^K ^D7ib + ;k 7 l J-/^f:(^fn7 l J- 

4 0 
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-J&5£ (4 2) ©{k£*C*fU a*J*©— flft^ (6) ti$n5^«l4 5 
A/ N f h5t Fd75>^ ^>-t?>, h7l/i>, y^f;l/«h;l/A7; 

+ ->hWIL^= ) *K (^77»J^a n ^tth'J^A, 7K^lk^- 

l 0 o °CT? Sit c £ {Ccfc > — (43) fcfcoasti-S'fl:^ 

i 4 : -j&xt ( i v) {c^^T^-c^^nssis^— fijg^-e**— uss: 
(44) o<k^«j©^fiJc^rs 



(5£<^ &E-f§-lil!iri5£l^tt-?*5o ) 
tC«fc ft (i. -jft3& (4 3) {C«fct}*$n-5^«5^. 5|!jg?-i* 

V-^ (1:3 0) ©S^^T 5 ~ 1 2 l^rain^iBati-S*^ *S^(i-l8 
S (4 3) Ccfc 9£$n<Mfc£"«53:*©M© 5-2 0%. L < 1 0 
^5 (10%) il-^ ^JVi-y ? jlgK&jg-eKjfc$i±-5 

1 5 : -flfcS; (42) (D&fc-ftm 
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-»5C (4 2) fiD-fk^iis feix-tdrTsaxs-c^^n-s^icji^rsiit-r 
111 




— j&iS (45) <Dit&VQt 2 - t Faf-i/i/tr u^^-^r J > ©fi-£#r©* >-lf 
>.*S^{± N/U.x.>i§tt«£p - hJl/x. >x;U* Vg^in^ Dean-Star 

L < it 5 mmmt&MWL-fZZtlZj: <Q — (4 6) Z.£A< 
II 2 




4 2 
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( i ) — /&x£ ( 5 0 ) l^lj-SR 1 ' *<T;U#-;K ^ n T;U*;l/ N TV 

-j&xS (4 6) O^t^i-Jfta; (4 7) &tztt—fgt& (4 8) <Dil&®±& 
1S<£SH (f bft Ko7 5>, i?^nn>^> N ^na^;l/A, ^>t"> N 

*?**62££rS&BtJW£ Ltfflt^, -10-1 5 0 °C, 0 °CT?K 

JC$i±£ C iicj;^ -**3£ (4 9) ©^i<S&n5o 

— flftg; (4 9) oft^&^KTkiSifc*-^ ii^2 o~i 5 o°c, ff^ 

L< itB 0-1 3 0 °C(CiD^-r^ C iJ^ct ^ — flftSC (5 0) (Dit&W&btl 

(i i) — fl£5£ (5 0) {C&tf-SR 1 ' a<7k£r*S*t^©£-j£3r£ 
R' — «5S (5 0) (Dfc&m*, — «*s£ (4 6) ©fc^i'^K 
0-15 Ot, L< l*MWLj&mT:*&.J&£ltZZ.tlz&V&l£'rzta 



XH3 



CI 




R 



,8 



+ . &ie-^-td:ffirE«i:I^«-e**o ) 



4 3 



BNSOOCID: <WO 3829397A1 J_> 



WO 98/29397 



PCT/JP97/04782 



—f&m (5 0) o^«F*ia#J*0*+->^k'U >ff:liMft-;H©^ 
afWhlJi 5 0 - 1 5 0 °C, if* L < teiSsftz&Jg-eSfS;* tir£ C t icj; 0 — & 

ffl^WL, C R Ft >^ ^-X h tlTWfflt*5o ftoT. #i£B^b£ 

4 4 
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mm. rcu Mit oiMtii Ltt sta ; 

So 

(IRJBffK S$£*k *jUFk x 

JWfc <if <fc 12 £ L m h ft £ KMIZfiL® £il3t©l£# left -a TSIISHb L "Of £ ft £ 
is6»J, a^-tr^k 3g&#k ifc^k foy^K Sffiftk Tg&^k £#»k &m 

xf7 'J y&L^y* acdJ: -5 ^it^J^^°5^>S. v;utr 

fck 7X3;l/t'>i, a -F37xa-;k •> *r-f >tt i'OifcBrtbak ftttftk 

&T&*K Mirt&itt, #5i*ifi&£k ttjert^it**^«^?»^^<J:©*sin 
LTtis Hg7k> 3?3B£&7ktt£*tf<*tf t>n-5o fm&ffllc(i/&K 

4 5 
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3 0 0 rag/X/B, ff* L< tiO. 1-10 0 m g/A/BS:-^ tU tfc* 
HDtticte&T, iMftrt, &f*rt*fc«ifi:»rtlc:#7 0. 0 1-5 Omg/A/H, 
fcf£L<te0. 0 1-1 0 ra g/A/BS4$tl§ C L^c 



H^^-^^l 1 



&7k? 07-^ 1 8 2 g. SSS?^- M;^A2500 g^-7R2 . 4 1 JC$i7g L, 
m^T^L < a^-T^o CCIC2 -3 - F - 3 — ^ f-yUT—U v£»*2 6 0 g 
©7K 6 9 0 ml {J>*-9"oJn^. N ol^h + 2 1 6 

*;UA2 1£Jq*.. SflT»L<il^t5o h U SATES* Lfc 

^{C/gjSS^Mffg^f £o JBiSiOkteTftaifc 7 5 0 ml £#0*. 8 0 °CT 1 0 # 

SfcfrLT7 - 3- K- 4 - J f- 1 0 0 gZmtZo 



m.mm 
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'H-NMR (DMSO-di ) : o = 2. 39 (3H, s). 6. 70 (1 
H, d) , 7. 76 (1H, d) . 10. 93 ( 1 H, br), 

mn&f&m 2 



7— 3 — K— 4-^ f-;U-r-9-^> 6 0 g£ 5 %7^m\\L± M)fA 3 6 0rali: 
»fl?U C CJC 3 0 %iBKfc7k*7K 5 4 m 1 £• 1 BfPal^^TiWT-T^o 
5 LfcE^ ^«3*tt*-r-5o KJiE?SJC«[»«rSnx.Tp H 4 tCHSSSlL. 

tff II £MtLT, 2-7;;-3-3-K-6 -*f-;U£H#»2 5 g 

'H-NMR (DMSO-d. ) :6=2. 28 ( 3 H, s), 6. 29 (1 
H, d) , 7 . 5 8 ( 1 H. d) o 
J!*4£-)&#1 3 



2-7;V-5-^on-3-3- K£ M#& 7 5 g 3 5 0 m 1 M 

V^n t°;Ui-^;U-e^^L> 6-*nn-8-3-K-2-> 4 H - 3 , 

i - ^ > v * : J y - 4 - * y 5 2 g zm-tzo 

'H-NMR (CDC h ) : 6 = 2. 51 (3H. s), 8.13 (1H. 
d), 8. 24 ( 1 H, d)o 
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8-^Dn-8-3-F-2-y^-4H-3, 1 V**-* v > - 4 - 

*>52g01 1 «T>^ — T-i^ 7 -yU 5 0 0 ml M&^MZ&tr 4 5 ^Pal 

•K»csgS3$-fr : So ::!:»^A2 2 g^inx.i o o°c-?4 o #RiHft#-r5o 

ifclKU 7KT?^*-r*o IS B B B ^^It, 6-*no-8-3-K-2 
4 (3H) -.*t , / , j;>4Zg%.{*/:, 

l H-NMR (DMSO-d 8 ) \ 6=2. 37 (3H. s), 8. 00 (1 
H, d) , 8. 33 (1H, d) , 12. 50 ( 1 H, br) Q 

mn&f&m 5 



6-?no-8-3-K-2 ^U- 4 ( 3 H) J > 3 7 g^* 

**>2Mfcu > 4 4 o m i {c^is l. i:E^b 'J > 2 4 g£Sn*--£o KJ&^^r 
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2-/ V y i 3 g&mtzo 

'H-NMR (DMSO-de ) :o = 2. 78 (3H, s). 8. 26 (1 
H. s ) , 8. 6 7 ( 1 H, d) o 

wm&i&m 6 



4, 6 - ! J 9 nu- 8 -3— K- 2 - t f-JV^-i-V U y 4. 5 g$x^y-;b 
6 0mli;gHL, CCCN-T'f^-N-xfyU?; >6. 4 m 1 £#0;l <£ o 

'H-NMR (CDC h ) :<5 = 0. 96 ( 3 H. t, J = 7. 3Hz), 
1 . 3 1 ( 3 H, t , J = 6 . 7 H z ) , 1 . 3 7 ( 2 H, m) , 1 . 7 1 (2 
H, m) , 2. 6 2 (3H, s), 3. 5 8 ( 2 H, t, J =7. 8 Hz), 3. 
67 (2H, dd, J=14. 2Hz, 7. 3Hz), 7. 79 ( 1 H, d, J = 
2. 0Hz), 8. 17 (1H, d, J=l. 9Hz) Q 
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4, 6-^^Dn-8-3-F-2->f;^t l /iJ>2. 3 g^x^y-yl/ 

5 0ml WU CCiCt'^'J >>> 2. 0 m 1 o 1 BfrRflj&nafc 

6 - ? a n - 8 - 3 - K - 2 - ^ ^ ;U - 4 - fc°^ V * ^ 7" V > 9 5 Omg^ 

J H - NMR (C D C 1 3 ; (5 = .1. , 7 6 . ( 6.H.. m.) , 2 , 6 8- 43 H, - 
s), 3. 65 (4H, ra) , 7 . 79 (1H, d), 8. 20 (1H, d) 0 

mn&f&w 8 



4, 6 - i? ? a n - 8 - 3- K- 2 - f-JV^-i-V L> > 1 . 0 g^r^^^;U^ 
^A7; F (1 0 m 1 ) CggL, ICiCN-y^nT'obVMf /V-N-^n 
fA/T * >i£g?i£ 1 . 2 giM^J. U A 2. 2 g^tox.lSri 4KfPI«j$t 

T'Hi^ LT, 6-?ao-4- (N-y?D7 , nt t ;M5 L ^-N-7'ot'^7; 
7 ) — 8 — 3 — K — 2 - ^ ^yu^f-y U > 9 3 OmgMSi LTit, 

'H — NMR (CDC 1 3 ) :<5=0. 27 ( 2 H, d d) , 0. 60 ( 2 H, 
q) , 0 . 9 6 ( 3 H. t ) , 1 . 1 8 ( 1 H, m) , 1 . 7 8 ( 2 H. m) , 
2. 65 (3H, s) . 3. 54 ( 2 H. d), 3. 69 ( 2 H, t), 7. 9 
0 ( 1 H. s ) , 8 . 2 0 ( 1 H, s ) o 
Ki*4£jjJc0J 9 
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4, 6 - -J ? u n- 8 - 3- K- 2 -/ f^ + f/ij > 1 . Og^i^yf;^ 
yUAT i Fl 0ml JCj$A¥U CCiCN-^>^^-N-^n Id JUT i > 1 . 2 

g^inx.^fi-e l 4B#fyj«#-9 u £o KJS&SrBfc&.i.f-^-eftiKSL 7kT 2 [sisfc^ 

7*;!/* 5 A ^ dt h ^7 7 >f - tttHL-Cx 4- CN-^y y;t/-N-^n 
T=7) - 6- ^od-8-3-F-2 -^f;^tV'J y 9 0 5 mg^Sfco 
'H-NMR (CDC 1, ) : <5 = 0 . 92 ( 3 H, t , J = 7 . 3 H z ) , 
1. 81 (2H, m), 2. 66 (3H, s), 3. 5 7 ( 2 H, t, J = 6 . 
8Hz). 4. 9 2 ( 2 H, s ) , 7. 3 5 (5H, ra) , 7. 8 0 ( 1 H, s), 
8 . 1 9 ( 1 H, s ) o 

mme>j&m 1 o 



4, 6-> ; ^an-8-3-K-2-> ^J\z^i~v' U > 1 . 0 g £ ^ ^ f- yU* 
;UAT >' K 3 0ml KjgjSU C C!:^^* U > 2 8 0 m g . ifclfcrt 'J •? A 8 2 
Omg^rjfjn^.8 0 "C"^ B#IB!«#-r<5o SMiSKx^^m £$f0:fti£ 
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U y *± y >; > 6 0 0 m g £»fc 0 1 5 2 - 1 5 5 °C 

mn&j&m 1 1 



4, 6 - i? 9 u n - 8 - 3- K- 2 - ^ f-As*1~V U > l . Og^^flW 
;Ui»7 i K 3 Oml (C^^L. C CUC t*X ( 2 - J h 4 s - •> Ji^yU) 7;>4 3 0 
m g. fi£g?*7 'J «5A 8 2 0 m g^jfjn^. 8 0 °C"e 3 B^S^f So SJC^^rftKi 

•>jn^yU) 7;7-6-^od-8-3-F-2-> ;l/ * ^- V U > l . 0 2 g 

'H-NMR(CDCla) : <5 = 2 . 65 ( 3 H, s). 3. 37 (6H, 
m) , 3. 73 (4H, t, J = 5. 5Hz), 3. 88 ( 4 H, t. J = 5. 
5 Hz), 8. 18 (1H, s) , 8. 3 2 ( 1 H, s) 0 
mft&tiLM 1 2 



CI 
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4, 6 — v'^nn - 8 — 3 — K - 2 -^f-^+t'/'J > 1 . Og^'^H* 
yi/ at $ F 2 0ml iC/gj$U C CJcoif-;UT * 1 . 2g, mMti V 

A 2 g^rjta^&T 2 B#Raif #-T3 0 KJE^£SlMKif-;l/T*&S*&, 7RT 2 EOSSfc 

3- K- 2 -/ ?-Jl*±W y 7 4 0 rng^ a B B i LTl#/c 0 Rbj& 15 7-16 
0 °C 

1 3 




1 



4, 6-y^nn-8-3-K-2-^f;l/ + 7-7'J>l. Og^^-/b 
2 OmH:»j»L N :CIC^if^7;>0. 9 2 m I ^^n^-Un^il^TTT 1 B# 

^ 7 * -tISil, 6-^dd-4 - i^xf;l/7 ~ 7 - 8 - 3 - F'- 2 - > fvU 
*^'/'J > 9 0 Omg^ItLTfffCo 5 5 - 6 0 °C 
J1*4^jS^J 14 




I 



5 3 
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2-TS/-3-3-K-6 -/ 2 5 g©&7k#Ift 6 0ml fgffc 

3:1. 5 B^ta&itzfitL^o mfiJfcfcSL *f til L/iMJI^ttK <<v7a\£j\s 
x-- J rJ\s'CmftL, 8 - 3 — K - 2 , 5-^f-;l/-4H-3, l-^>v'^4- 
-t^^>-4-^->l 6 g£»fc 0 

'H-NMR (DMSO-de ) : o = 2. 38 (3H, s), 2. 63 (3 
H, s) , 7. 15 ( 1 H, d) , 8. 2 2 ( 1 H, d) o 




I 



8 - 3 — K — 2 , 5 -v i >fil'-4H-3, 1 -^>v't + ty > - 4 - t> 
2 IgOl 1 %T>^e^T-i^ / -;U5 0 0 ml SRjBi^M-e 3 0 #IHi»# 

Sgf^$-t±^o CCJCj^®?^ iJfA7. 4 g£2jn;l 1 0 0°CT?2 0 o 

MtSKU 7KTft*"r-5o *gft*ft»«8 -3- K- 2, 5-i?yfA-4 (3H) - 

* + y > i 2 g<&^^o 

'H-NMR (DMSO-ds ) : 6=2. 3.3 (3H, s), 2. 69 (3 
H, s ) , 6. 9 6 ( 1 H, d) , 8 . 11 ( 1 H, d) . 12. 18 ( 1 H, 
b r) o 

mm&i&m 1 6 

5 4 
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8-3-K-2, (3H) -*i-V V J > 4 g£^>-fer y 1 

OOmlC^L^ CCCSi&ft'J y 6. 1 g Zfinz. % 0 Kfc^ZljQf&m&LT 1 

7B^r B i*^-r6o &fc%%:mM.-&-z&w&.. n-t/^u-n-j^ut i > 2 3 

57 ^'--cmSSILT. 4- (N-^f/lz-N- x-l-JVT I J ) - 8 - 3 — K - 2 , 

'H-NMR (CDC 1 3 ) : <5= 0. 80 (3H, t, J = 7. 3Hz), 

1. 09 (3H, t, 7 . 3Hz), 1. 17 ( 2 H, m) , i. 4 8 ( 2 H. 

m) , 2 . 6 2 ( 3 H, s ) , 2 . 6 6 ( 3 H, s ) . 3 . 2 0 ( 2 H, m) , 

3. 80 (2H, m) , 6. 89 ( 1 H. d , J = 7. 8Hz), 8. 07 (1 
H, d, J = 7 . 8 H z) o 

mn&rfzm 1 7 



2-7;;-3-3- K3c.&SK 6 . 7 g ©M7kfflFi5 4 0ml m&Z 1 . 5 B# 



o 




5 5 
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"f-rt'Tftj^U 8-3-K-2->fyl/-4H-3, 1 v > - 4 - 

5 . 3 g£f#Aio 

'H-NMR (CDC 1 3 ) : 6=2. 5 2 (3H. s), 7 . 22 (1H, 
t ) , 8 . 17 ( 1 H, d) , 8 . 2 9 ( 1 H, d) □ 

mn&f&m 1 8 



8—3 — K— 4H— 3, 1 4 5 . 3 

go i i %t >^-T-i^y -;u 5oomi mmm.%:mi§L-c* 9 o ^a^-r&o 

$i±^ 0 'J-^ai. 7 g£An*. 1 0 o°c-c= 1 &fffim&-?2>° %0&%k 

^ma^TT^JP LfcSUC7k 5 0 0 ml ^d&Co Jg^-C^fO LfcSU MH^rig^ 
U TKtT^fe^^-^o ^H^g;^ 8 — a — F — 2 f-yl/- 4 ( 3 H) 
U J >3. 0 g£»fc 0 

'H-NMR (CDCI3) : <5 = 2. 38 (3H. s ) , 7. 20 ( 1 H, 
t) , 8. 07 (1H. d), 8. 30 (1H. d), 12. 39 (1H. br) 0 
WJ&^lSLWi 1 9 





5 6 
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8 - 3 - k- 2 -/ f-jb- 4 ( 3 H) -**-V'J J y 1 . 0 g^^r^yi^it 1 ) 
>2 0 m 1 IzmM-tZo CCICSM'J > 7 7 0 m g ^^^.Jn^ilaKT 2 Brffim 

= y l . 4ml £in*.s Sn^iloltT2 ^^ai$^-ao K£3&££fi£T?te£p 

^BE^£&, ^£-> U XfJl/ii-y A? h 7 < --CftSliLT4 - (N- 
N-if $7) - 8- 3— K-2-> fylz + tyj > 9 4 Omg^ 

'H-NMR (CDCh ) : 6=0. 97 (3 H. t), 1. 34-1. 3 

8 (5H. m). 1. 75 (2H. m), 2. 66 (3H, s), 3. 62 (2 

H, t), 3. 70 (2H, dd), 7. 03 ( 1 H, t), 7. 82 (1H, 
d) , 8 . 2 3 ( 1 H, d) o 

m.n-&j&m 2 0 



8-3-K-2, 5-^^f;l/-4 (3H) - V U J > 4 g £^ >-tr > 1 

2, 5-y7f;^t7'J> 5 0 0 mg^»/: o 

'H-NMR (CDC Is) :o = 2. 87 (3H, s), 2. 97 (3H, 




CI 



5 7 
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s) , 7. 



17 ( 1 H, d) , 8 . 3 2 ( 1 H, d) 



%m&i&m2 1 




4-?na-8-3-F-2, 5 - : J > 3-Jl/*i-V 'J > 5 0 0 m g £ : J * 
tWl/A7 ^ K 2 0ml tCjgfl¥U ::!Ct:'7 ( 2 - ^ h + ->xf^) 7 ; >4 3 
0 mg^rta*. 6 0°C-C3 0 55-ra«#*-<3o RJG^ft&if-yUTSm L> £ftK7X 

T8-3-K-2, 5 -v>> =f-)\s- 4 -fcfX (2 - > h + i/xf^) T ~ 
VU > 6 0 3 mg*M«i Ltifco 

'H-NMR (CDC h ) : <5 = 2 . 66 (6H, s), 3. 19 (6H, 
s ) , 3 . 4 5 ( 6 H. m) . 4. 0 7 ( 2 H, m) , 6. 9 2 (1H, d) , 
8 . 0 9 ( 1 H, d ) o 

&m&j£m 2 2 



5-^on-2-7;;-3-a- K£.SLSK 2 0 g©flt7k7a hf* >g? 1 0 
Ls vy'a \dJ\ss.—rJl/-CifcfrL. 6 - ? o a - 2 -.xf-vl/- 8 - 3 - K- 4 
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H- 3 , 1 -<yV**Wy- 4 y 1 2 g£&fc a 1ft £ 1 2 4 - 1 2 8 °C 

'H-NMR (CDC h ) : 5 = 1 . 37 (3H, t, J = 7. 3Hz), 
2. 75 (2H. q, J=7. 3Hz)( 8. 12 ( 1 H. d, J = 2. 5Hz), 
8. 22 (1H, d, J = 1 . 9Hz) 0 
2 3 



6 - ? an - 2 - JCf-yU- 8— 3 — K— 4H— 3, 1 -O V***^ >' >- 4 - 
* > 1 2 g© 1 1 %T y*: — 7-x.9 J 10 0ml WmSL^zWS^ 4 5 #Fb1 
8H$t5 0 «SX L 1 0 g£^ y -^TSfc^LAiS^ at S 

Kicman^-frSo cci:ft8* , j , >A4. 5 g^-itax. i o o °c-e 4 o ^raa^-r 

^rftKif-yU-'T V^o eyUx--rvU^«il?ISit U 6 - ? no- 2 - 

8-3 - K-4 (3H) y > 7 . 8g ^i/: a Rk,& 2 7 1 - 2 7 3 °C 

'H-NMR (DMSO-ds ) : 5 = I . 26 (3H, t, J = 7. 3 H.z ) . 
2. 64 (2H, q, J = 7. 3Hz), 8. 01 ( 1 H, d, J = 2. 5Hz), 
8. 35 (1H, d, J=2. 5Hz), 12. 5 ( 1 H, br. s)o 

mw&f&m 2 4 





5 9 
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6 no - 2 -jl^-jI- 8 - 3 — K - 4 ( 3 H) - *± V U J y 4 g 
'smt') > 4 5 m 1 izmm U CCCSMV > 2. 8 g£ftl;l£o SiC^^r 2 

:rr^i?i_"y K#^v*U ^ 2. 7g^fc, »^9 3. 1 - 9 5. 3 °C 

'H-NMR (DMSO-d s ) > 5=1. 3 7 (3 H, t , J = 7. 2Hz), 
3. 05 (2H, q, J = 7. 4Hz), 8. 24 ( 1 H, d, J = 2. 4Hz), 
8. 8 6 ( 1 H, d, J = 2 . 0 H z ) o 
JMH&I&m 2 5 




I 



4, 6 - ? a o- 2 8 - 3 - K + tV'J > 1 . 0g^x^y-;l/ 
3 0ml Cigf^Lv ::i:N-yf^-N-xf;l/7 ;> 4 3 0 mg £j^77 U 
■)A78 Orag^M^o SJ£^£:8 0 °C"e 2 . 5 B^m^ L ISfe^ 

£Pf£o iixf;^m^, W^Ji^i&?a^7K-e2iEi^L. MTkSitgei- h u 

-?*t§l{LT4- (N-^fylz-N-xf^TU) - 6-^on-2-xf;l- 

'H-NMR (CDC Is) :<5=0. 97 ( 3 H. t , J = 7. 3 Hz). 
1. 31-1. 41 (8H, m) , 1. 75 ( 2 H, qd, J=7. 4, 7. 8 
Hz), 2. 89 (2H, q, J = 7. 8 Hz), 3. 58 (2H, t, J = 7. 
8Hz), 3. 67 (2H. q, J = 7. 8Hz), 7. 79 ( 1 H, d, J = 

6 0 



aiuervvMfv -uur* 0000107^1 i - 
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2, 5 - : J * ?Jl- 3 H-^^y (3, 4-d] fc° U ^ > - 4 - 3" > 2 . 5 

g£ Iwuxxc&tfU ;ci:u-v>5ti3. 3 g £2jnx. l B^fiaJnafcitafe-rs 

r/l'WLT, 2, 5-^>f;l/-3H-fx; (3, 4-d] bTU$^>- 
4"-*-*> 2. 4 g*»A: 0 

'H-NMR (CDC 1 3 ) :5=2. 42 ( 3 H, s), 3. 08 ( 3 H, 
s) , 7. 17 (1 H, s) , 9. 8 0 ( 1 H. b r) 0 

mn&f&m 2 7 



2, 5-'^f;b-3H-fi7 C3, 4-d] h*'J ;^>-4-ft>2. 
4 g£-r h7tFn77> (2 0ml) -1 O.^TkBUfcrt U * A (2 0ml) {£ 

JC?R^»Jcf-;u-e#3RL, i&ftAJaTk-e^-TSo #«S^7K8fEK^^*-> 
■7AT^IL/:M^iE§4L. 2, 5-y^f;l/-4-yf/^tfx; 
C 3 , 4 - d 1 h" 'J ; V 2 . 2 g £»fc 0 

'H-NMR (CDC 1 3 ) : 5 = 2. 62 (3H. s), 2. 66 ( 3 H, 
s), 3. 00 (3H, s), 7. 30 (1H, s) 0 




6 1 
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mw&j&m 2 8 



s. 




2, 5 - >V ^Jl- 4 f-JV^-Tf^JLj [3, 4-d) h'Vi'J>2. 2g 
^^■>U>3 0ml KfeffiL. C ;i:N-7'f;b-N-if^7 ;>15mli 

-7 h £*5 7 ^ --efjtglLT. 4- (N-^^/^-N-i^yl/T ^ y ) - 2, 5- 

'H-NMR(CDCIa) : 6 = 0. 88 (3H, t , J = 6. 8Hz), 
1. 17 (3H, t, J = 6. 8Hz), 1. 25-1. 31 ( 2 H, m), 1. 
57 (2 H, m) , 2. 50 (3H, s), 2. 83 (3H. s), 3. 53 ( 
2H, t. J=3. 8), 3. 58 (2H, q, J = 6. 8Hz), 7. 2 6 ( 
1 H, s ) o 
IMH&rfm 2 9 



4- (N-y^U-N-^^l/T i J ) -2, 5--;^f^fi; (3, 4- 




6 2 
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d] 5g^Mi Omii:gfL, ::c- mib^vmo. 3 4 

m 1 ©#8 3 m 1 fcffcSrflQ^MfiT? 3 O^HaifitSa 7k 

^•fittK^- h 'J *-A£flD;tTK££#.il:Lrt:SUfcg?;!7 U AT^^-So Sltffi^ 

7 w -"^JltfilLr. 4- (N-yf;b-N-xf;l/7$;) -2, 5-y>f;l/- 

'H-NMR (CDC 1 3 ) :<5=0. 86 ( 3 H, t, J = 7. 3Hz), 

1. 18(3H, t, J = 7. 3 H z ) , 1. 22-1. 3 0 ( 2 H, m) , 1. 

5 8 - 1. 6 2 ( 2 H, m) , 2 . 45 ( 3 H. s ) . 2.81 ( 3 H, s ) , 

3. 61 (2H, t, J = 7. 3Hz), 3. 64 ( 2 H, q, J = 7. 3Hz) , 

mn&fcm 30 



2, 5 - V* f-;u- 4 c 3 , 4-d] t'J;y>4. Og 
^^^^L/y (40ml) - if X ( 2 - * h^->jn^;l/) 7;> (2 5ml) f£ 
?§#U C CtcftK 1 m 1 fcin*. 2 1 ^mtumMMT mWir 6 o EJC&fcMa* 

;^7A^n7 ^'57^ — Tr^SM LT. 4 - k" X (Z - * T I 

J-l, 5-y^f;l/fxy C3, 4-d] t'J;y^4. 2g^M«Jilt 

'H-NMR (CDC h ) : 5 = 2 . 50 (3H, s ) . 2. 85 (3H. 
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s), 3. 2 7 (6H, s), 3. 57 (4 H, t. J = 7. 3Hz). 3. 8 
0 (4H, t, J = 7. 3Hz), 7. 28 ( 1 H, s) c 
IWM&f&m 3 1 



4-h'X (2-^ h + j/xf-;l/) 7 W-2, S-y^f^fx; (3, 4- 
d] tf'J;i?>2. 0g4ffBl2mli:»iL CCIC-Ma^tO. 4 1 
m 1 £>ft& 4 m 1 jg&£fln*.£z&T? 4 ' 5 #fiSJ«#-*-* 0 iRJC^tt*7KC^^> 

T?nn*;UA-?&fciJU Wife® t±a&fn£&7k-eSfci£SL tek«lt» ^ ^* > * A 

7-f-?»!l!'LT, 4-h'X (2-^ h + ->if;l/) 7W-2, 5-i*>f-;U 
7-a-Kfx; C3. 4-d] e'J5^>2. 0 g&SfeJMt fOS^o 

'H-NMR (CDC li ) : 5 = 2. 47 (3 H, s). 2. 84(3 H, 
s), 3. 23 (6H, s), 3. 59 (4 H, t , J = 5 . 3 H z ) , 3. 8 
5 (4 H, t, J = 5. 3Hz)o 
3 2 
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2-7U-5-^nn-3-3- K£.S#B? 1 7 g£*;l/AT ; K2 Oral 
KfflSSIU 1 3 0j&>&1 5 0 °C-Z 2 m$m£-t % o 2 0 Omll:| 

£\ *§S£»lXgL 7K<hx^;-;^^LT6 - *nn-8-3-K-4 (3 

h) -tT-'/u y > i 2 g£f#/c 0 

'H — NMR (DMSO-di ) : (5 = 8 . 05 (1H, d), 8. 22 (1 
H, s), 8. 3 9 ( 1 H. d), 12. 61 (1H, br)o 

mn^f&M 3 3 



6-?nn-8-3-K-4 (3H) >7 g.*t* ->^t V > 3 

0 m 1 IcBfldU CCICEM'J > 4. 8 g^rfax.. ftliltT 4 l^raa^So 

S3rtttlXL-C. 4, 6 -y^nn- 8 -a- K + ^-V'J y 1. " g^i/:o 

'H — NMR (DMSO-ds ) : 6 = 8 . 32 (1H. d), 8. 75 (1 
H, s), 9. 20 (1H, s), 

mn&i&m 3 4 





6 5 
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- 6- *no-8-3 - K*t'/»J > 1 . 5 g£*f fc 0 
'H-NMR (CD Cli ( ) : 5 = 0 t . 9 9 ( 3 H, t 1 . 3 5 -.1 . 4 
4 (5H, m) , 1. 78 ( 2 H, m) , 3. 63 (2H, t), 3. 73 (2 
H. q) , 7. 85 (1H, d ) , 8. 25 ( 1 H, d), 8. 70 ( 1 H, s) 
ELU'tfiLMZ 5 



8 -3- K- 2 4 (3H) -+t-7'J;>2. 3 g ***.'>«Ub 'J 

>1 5mli:iIU :C(:EM'J>1. 7 g £jta*.flO*&i!8IET 2 . 5 B^Paim 

£ 0 ^ZtSri* J -JUizmf&L, CCi:N-->^n7'nt 0 ;Mf;l/-N-7'Df 
;ur = y 2 . 3ml £ft]*.^S-e 1 6 B#raflt#f -So »fit«:«E7f?iL, 

?D7hy77-f — "CUfilLT, 4- (N->^D7 p nb';Mf;b-N-7 1 Dt' 

5 y) - 8 -3- K- 2 y l . 8 giUfc, 

'H-NMR (CDC 1 a ) : 6=0. 25 (2H, dd), 0. 58 (2H, 
dd), 0. 92 (3H, t, J = 7. 4Hz). 1. 26 ( 1 H, m) . 1. 
78 (2H, m) , 2. 67 ( 3 H, s), 3. 55 ( 2 H, d, J = 6. 4H 




WO 98/29397 



PCT/JP97/04782 



z) , 3. 70 C2H, t, J = 7. 8Hz), 7. 05 ( 1 H, t, J = 7. 
8 H z ) , 7. 8 8 ( 1 H. d. . J = 8. 3 H z) , 8. 23 (1H, d, J = 
7 . 3 H z ) o 
H*4£/&#J 3 6 




I 




1 



4-^aa-8-3-K-2-y ^;L/*f- V* U >iy^n t°;UT ^ >£ffi^T 
mm&l&m 6 £!11£©£#TKf&£m\ 4 -*J-fu \£jvt x J - 8 -3- K- 

H*4£j&£ij 3 8 



6 7 
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I 



m&$WG tWrnti^ft^KfozmK 4 - ^r^jir ^ j - 8 - 3 - k- 2 - 

JK*4£-j&#l 3 9 




2, 5-y^fJl/-4->f^f^fx; C3, 4-d] f'J N - •> 

TR^^iT^> 4 - (N- o7*n tVU^ f-JU-N-^o t°;UT - 2 , 

Jm*4-£J&#J4 0 




I 



4- (N- a 7 s a tf;uy f-^-N-^o fcVUT ^ 7 ) -2, S-^fA' 

fx; C3, 4-d] i -mt* vm&m^^wM&j&M2 s tmm 

£>*#TR&£?t^ 4- (N-->^D7'Dh s ;^f;b-N-7 , Dt';i/7;;) - 
2, 5-y/f^-i -3-K-fx; C3, 4-d] fcT U ^ ^ C <tri< 

6 8 
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2-^f;l/-3H-fx; [3, 4-d] bf'J5y>-4-*>l. 0 g £ff 
S20ml tcjgJKU CCldl 0 . 3 2ml ©g^S? 5 m 1 j£?££j(jn*.s M^Tf 

L> 7-7'D€-2-^f;b-3H-fi; [3, 4-d] t' U ^ S> > - 4 - * 
>©fiflMS«3 0 . 8 3 g £*#/t 0 C ©S**»l$r£ h > 1 5 m 1 U n - 

v>k*o. 8 2 g*fti^in»»s!ET i ^ffflat^So s^^^matc^^x 

tfrtfj L^Jgil^ttlXLT. 7 2 3 H-fx; [3, 4-d] 

t''J;^>-4-ft>0. 8 2g£f#fco 

1 H — NMR (CDC.l 3 ) :o = 2. 52 ( 3 H, s), 8. 45 ( 1 H, 
s ) o 

m>n&i&m 4 2 



7-7'n^-2-^;l-3H-fx; [3. 4-d] tf'J;^>-4-ft 
> 0 . 8 2 g£f h5t Ka77>8ml £ Z. tc 1 0 %7KSHt77 'J «5 




6 9 
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m 1 b3Q<t* f-71/0. 3 9ml £Jn>U Sfif4 5 a-fSiatfM"*,, 
3^1/- 4 ^-J^^f-x.J [3, 4-d] S i?>fiDfi»S4&0. Ug^ 

coanili^^^f u>i omnc^L, ::i;N-^f^-N-i 

7-r--Cfl!8!lU 7 - 7' □ ^ - 4 - (N-^f-;l/-N-if/I/7$;) - 2 - J 

=J-)\s=f-3-j [3, 4-d] b'^'^O. 6 8 g&fttio 

'H-NMR (CDC 1 i ) : <5 = 1 . 00 (3H, t), 1. 3 7 ( 3 H, 
t ) , 1 . 4 4 (2 H, m) , 1 . 7 7 ( 2 H, m) , 2. 6 2 ( 3 H. s ) , 
3. 7 7 (2 H. t), 3. 86 (2H, dd), 7. 88 (1H. s)o 

mn&i&M 4 3 



7-3-F-2-^;b-4-^^f : tfiy C3, 4-d] t°'J^>. 
N — -> 9 uzfu b';U^ ^JU-N-Zfa \i;UT I >^m^K JS*4^fi6^l 2 8 tm%k 

7 — 3 — K— 2 - ^f;l/fx; C3, 4-d] b° 'J i C £j&<T § £ o 

JjR^-fiRWI 4 4 




o 




7 0 
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2 -T i ;-5-)dd-3-3- K$I#^ 2 0 g £^ >-fcr > 3 0 0 ra 1 C 
CCCSM'J > 1 7 g£2jn*.> 5 B#p B W#-r So ^j£#7£ 

iftSiJ&s izt&ic l 4 %T>^--T/ / ^^y -;i/ 2 0 0 ml 3rMT-f So ft^it 
IX U TkT-mfrLT. 2-7;y-5-^nn-3-3-F$I#i!7; K4. 
6 gZmtZo 

'H-NMR (DMSO-de ) : <5 = 6 . 67 (2H, br), 7. 43 ( 
1 H, br), 7. 65 ( 1 H, s), 7. 77 ( 1 H, s), 8. 0 2 .(1 H, 
br), 

I£**£-J5£0»l 4 5 




I 



2-7;7-5-^nD-3-3- K£.&SB?T 5 K2 g 2r ? n a *m z-J-JV 
2 OralCSSL *n^il^T2 B*ra«^-5o i±JM£- H.&itSX U ?ft>tl/s 

iiMT^-r^o s^^^tKjc^^-. »£8n?**nLfcgL fts^arsxu 6- 

?nn-2. 4-ytKa*v/-8-3-K*t7>J>l. 3g^o 

1 H-NMR (DMSO-d«) : <5 = 7 . 84 (1H, s), 8. 20 (1 
H, s), 9. 7 4 ( 1 H, br), 11. 64 (1H, br)., 
H*4£-/£0tj 4 6 




I 



7 1 
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6 - ? n a - 2 , Ko^i'-S-a - K + t7'J >1. 6 g * •> 

mtV >10ml »cS»Ls 3E^bU >3. 4 g i i fctcftj^iaaET 3 ^pBa«# 



(N-y^yU-N-i^yl/T 5 J ) -2, 6--^aD-8-3-F + 7- , / l J> 

7 5 0 mg^r^^o 

'H-NMR (CDC 1 3 ) :<5=1. 01 ( 3 H, t, J = 7. 4Hz), 
1. 40 (5H, m), 1. 79 (2H, m), 3. 65 (2H, t, J =7. 

8 Hz), 3. 75 (2H, dd, J = 7. 3 Hz, 14. 1Hz), 7. 83 
(1H, s) , 8. 2 3 ( 1 H. s) o 

imn&j&m 4 7 



4- (N-yf-;l/-N-if^7-;;) -2, 6 - an- 8 -3- K*-*- 
V'J > 5 5 Omg^l 4 KT>*-T/.x.* y -;U4. 5 m 1 1 3 0 °C 

■ei oi^iaa^-rso ^s&^ajMu M^iETSitSo »aE*->>r/7y 

71/ #5 A^n^r hi/57 <--?m%lL, 2— T^y — 4 — (N - N - i 

f->UT ^ y ) - 6-^dd-8-3-F+7-'/'J> 2 4 0 m g£*#fc 0 

'H-NMR (CDC 1 3 ) :<5=0. 98 ( 3 H, t. J=7. 3Hz), 
1. 31 (3H, t, J = 6. 8Hz), 1. 38 ( 2 H. m) . 1. 74 (2 



CI 




7 2 
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H, m) , 3. 54 (2H, t, J = 7. 9Hz), 3. 63 ( 2 H, dd, J = 

7. 3Hz, 14. 2Hz) , 4. 94 (2 H, br), 7. 7 0 ( 1 H, s), 

8 . 0 6 (1H, s) o 

m&&i&m 4 8 



O 




2-7;y-5-^nn-3-3- K£M#S?7 ; K4. 8 gih^J 1. 
6 m 1 £ 5 0ml CSRSDLn ?K?£T> JBMfcT-fe h * i'T-trf-yU 2. . 1 m 

1 <D hyux.> 2 0ml ^^^r^T^^o KfC^Sacii U 1 B*lfflSL *-fbT 
-tr b^->T-bf-7l/ 2. lmlO fwl/oi V 2 0ml t° U "J > 2 m 1 ^SD^.$ 

t>c2 B#M«#-rso i*a«-ttixL. sKif-yK y u # a*^-? 

^fei^^-^o .x* y -^£??#SffiLT 2 -T-tr h 4- 2/ T-bf-^T * y - 5 - * a 
n - 3 - 3 - K$I*K7 5K2. 8 g £ 

l H-NMR(DMSO-d 8 ) : 6=2. 09 (3H, s), 4. 57 (2 
H, s) , 7. 50 (1H, br), 7. 53 ( 1 H, s), 7. 67 ( 1 H, 
br) , 8. 0 4 ( 1 H, s), 9. 76 (1H. br) Q 

mu&j&m 4 9 




i 



2- (7tK*y7-bW;;) — 5 — ^nn— 3 — 3 — K$I,S87 i K 
3. Ogi^-^yM'JVl. 0ml*7-bh-h'J;l/7 0rali:»lLx mi 

7 3 
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H?^yyf;l/-6-^nn-8-3-K-4 (3H) -**-V'jy>2g£ 



'H-NMR (DMSO-de ) : 6 = 2. 18 (3H, s), 5. 00 (2 
H, s) , 8. 0 4 ( 1 H, s) , 8 . 3 9 ( 1 H, s) , 12. 7 4 ( 1 H, 
b r) a 




I 



2-7-bh*i/y^-6-^nn-8-3-K-4 (3H) - + 
2. 0 g t**-smtV > 1 0 m 1 icffiffl U SttfcU > 1 . 3 gti tlcJflSft 

^ f-yl/- 4 - (N-^f^-N-if ^7 ;7) - ■6-^cn-8-3-K^t 
VU > 8 4 0 mg£i#fco 

'H-NMR (C DC 1 3 ) :o = 0. 98 ( 3 H, t, J = 7. 8Hz), 
1. 35 (5H. m) , 1. 75 (2H, m) , 2. 27 ( 3 H, s), 3. 5 
8 (2H, t, J = 7. 8Hz), 3. 68 ( 2 H, d d, J = 6. 9Hz), 

7 4 
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5. 22 (2H, m) , 7. 80 ( 1 H, s), 8. 19 ( 1 H, s ) * 

mn&tim 5 1 



6-^nn-2, 4 - V b K n * •> - 8 - 3 - Y*1r V U y 3 . 6g^t^-> 
M'JVl 2mlC!g^L, N, N - ! J / ?-JVT— U > 2 . 8 m l £ i & izlmm 

8KLT8-3-K-2, 4, 6 - h U <7 a a +t"/iJ >©«L*t4a<ft 1 . 8 g 
»£o CO||f||!Mi^-/-^2 0mli:^L> £ CiCN- > ? n 7 q tf;l/ 
^ N-/n b'yUT ^ y&m*., Iiar3 0 #RB«i£-fS o Iff fcH L/c^H^ 

i£SXLT> 4- (N- > >^o7'Dt , ;Mf;l/-N-^nf^7;;) -2, 6- 

'H-NMR (CDC 1 s ) : <5'= 0 . 34 ( 2 H. d, J = 4 . 8Hz), 

0. 65 (2H, d, J = 8Hz), 0. 99 ( 3 H, t. J = 7. 6Hz), 

1. 20 (1H, m), 1 . 83 (2H, m) , 3. 58 (2H, d, J = 6 . 
4Hz), 3. 74 (2H, t, J = 7. 2Hz), 7. 90 ( 1 H, s), 8. 
2 4 ( 1 H, s) o 

mn&m.ms 2 




7 5 
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I 



4 - ( N - •> * a ~f a fc? / f - ;U - N - -f a t" ;!/ T 5 7 ) - 2 , _ 6 -JLZJB .5 - 
8 -3- K^V'J > 1 . 4 g^^^;-/l/2 Omllc^iL^ tMJ^Ay h 
*->K 3 5 0 m g 1 1 h lz1]Q&Mffi.T 4 . 5 mnyBL&'f Z a S.fcft&Mm.iztiiW 

fyl'-N-ya t°;UT W) - 2 - ^ h^->-8-3 - K + > 4 4 0 mg 

'H-NMR (CDC 1 1 ) :<5 = 0. 27 (2H, d, J = 4. 8Hz), 

0. 62 (2H, d, J = 7. 6Hz), 0. 96 (3H, t, J = 7. 6Hz) 

1. 26 ( 1 H, m) , 1. 80 ( 2 H, m) , 3. 55 (2H, d, J = 6 . 
4Hz), 3. 7 1 (2H, t, J = 7. 6Hz). 4. 08 (3H, s), 7. 
8 7 ( 1 H, s) , 8. 1 5 ( 1 H, s) o 

mnexj&m 53 




2-tKn*'>>^n^;>l 1. 4gi2, 4, 6 - h U * =f-JVT — U 
>1 3. 5 gOl^tO'O-ir^l 0 0mlMi:> p - h^x>x;l/*>t0 
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1 g£#DX-> Dean-Star k TK^B&^fiSrBK K> HlfC 2 tifftjiamztffi. L tz a 

y -yUTgfe^LT 2 -T S y - 4, 5, 6, 7 -r- h Kn - 1 - ( 2 , 4, 

6 - h y y i^/U) - l H-f > K-;u- 3 - h y ;n 7 g£& 

'H-NMR (CDC 1 3 ) 6=1. 7 3 Cm, 4 H) , 1. 9 6 (m, 2 H) , 
1. 97 (s, 6 H) , 2. 33 (s. 3 H) , 2. 50 (m, 2 H) , 3. 7 
1 (b r s. 2 H) , 6. 9 7 (s, 2 H) o 

mn^f&m 54 



H*4-£j&0lj 5 3 ~C'&Z>tltz 2 -7 ^ y - 4, 5, 6, 7-f l«7'WFo-l- 
(2, 4, 6 - h 'J >f ;i/7x-^) - 1 H-^ > F-;i/- 3 -^3;^- h 'J ;i/ 
1 6 goy^no/^i 0 0ml MC*^TICT, hT U v? > L 0ml tSMt 

Kth'J^A-CtiL^ giLt> 2-7-bf;V7;;-4, 5, 6, 7- 
fh7A-f Ko-i - (2, 4, 6-hUf^7i-;i/) -lH-'f>K-^- 

3 - ii I> U ;H 5 g £|f fe,1£Ji£ LT»/So 

'H-NMR (CDC 1 3 ) 5=1. 77 (m. 4H), 1. 92 (s, 6 H) , 

1. 95 (s, 3 H) , 2. 03 (m, 2 H) , 2. 32 (s, 3 H) , 2. 6 
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1 (m, 2H), 6. 43 (brs, 1H), 6. 94 (s, 2H) 
IW,n&f&ffl 5 5 



o 




mft-StimS 4THt>tl/:2 -T^^JUTi J- 4, 5, 6, 7--rh^'W 
Kn-l - (2, 4, 6 - MJ * x— ;U) - 1 H--T > K - ^ - 3 - *7 A/ 

— Ml 7H 5 8 5 « U 3 0 m 1 KSBSBU 1 3 0 °C {Cfaifc L fcter/S* 

tz 0 #«JB«rlSfaft«[7fCTf^L. WKt- h "J «J7 ATff£*iL^&> «SSLT 
5, 6, 7, 8-7^7^^ FD-2-^f^-9 - (2, 4, 6 - h V ^ ?-Jl 
7 x-;U) -9H-f'J ; K [4, 5-bW> K — ;P — 4 ( 3 H) -t>9. 

2 2 g&nm&mftt Lxntz 0 

'H-NMR (CDC1, ) 5=1. 81 (m, 4H), 1. 88 (s, 6H), 
2. 0 9 (m, 2H), 2. 3 4 (s, 3 H) , 2. 4 2 (s, 3 H) , 2. 9 
4(m, 2H), 6. 98 (s. 2H), 12. 14 (brs, 1 H) » 

mn&tfm 5 6 



mn&f&ffl 5 5 TS^ftfc 5 , 6, 7, 8 --r b h'a-2->7^l/-9- 




7 8 
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( 2 , 4 . 6 - HJ * =f-)\<V ;U) -9H-t s 'J ; K [4, 5 - b] > K- 
;U-4 (3H) -t>9. 2 2 git+->M'J > 3 0 m 1 ©7l£r$l£ 2 BtPa^jn 

o-5, 6, 7, 8-f h7A^ KD-2->f;l/-9 - (2, 4, 6 - h 'J ^ 
f^7x-;l/) - 9H-bfySK[4. 5-b]^> K-^^^felt^i ITI 
fco ^n^-r v^n fyvi-fynr^ts c i ia oT^felSI 8 . 5 6 g£ 

'H-NMR (CDC 1 3 ) 6=1. 84 (s, 6H). 1. 86 (m. 4H), 
2. 25 (m, 2 H) , 2. 36 (s, 3 H) , 2. 62 (s, 3 H) , 2. 9 
9 (m. 2 H) , 7 . 0 1 ( s , 2 H) o 
Jgm^fll 5 7 



5, 6, 7-f h7^W Fn-1- (4-7'n*-2, 6 - y ^ x — ;U) - 

l H--f > K-;b- 3 h y ;u£*#£o 





NHC0CH 3 



7 9 
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fmn&f&m 5 7 -zmztiz 2 -7 ^ j - 4 , 5, 6, 7 -t- b Kn-i 

(4-yat-2, 6 - V * x— /[/) - 1 H - >f > K-^ - 3 - * yl/d-Cr. 

h U yU«rffll>TIS*4^WI 5 4 £ |S|«{£Rf£;&g*- £ C <t iC J; 0 N 2 -T-fe*-;U 
7;;-4, 5, 6, 7-fh7A^ Kn-1- (4-^0^-2, 

m&&i&m 5 9 



' iS**£-JlSc0l 5 8 7?»&n5 2 -T-tr^;UT S 7 - 4 , 5, 6, 7-fh5^^ 
Ka-i- (4-yDt-2, 6-^^f;l/7x-;b) - 1 H - > K-^U- 3 

^7U^'- h 'J yu^ffl^-cS^fiE^J 5 5 iRtlfttcEJE&S-rsc ii:«k»), 5, 
6. 7, 8 -r h"a-2 - /f^- 9 - ( 4 - 7 a ^£ - 2 , 6 - : J / *f- 

J\yy *— ;U) -9H-t'H K [4, 5 - b] -T > K — 71/ — 4 ( 3 H) 

ii, 

H*4-^^^J 6 0 



i^^J5 9-ef#^tl-5 5, 6, 7, 8 --r h Kn-2-/f^-9 





8 0 
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(4-7n*-2, 6-^^f^7i-;U) - 9H-t''J ; F [4, 5 - b ] -f 
>F-;U-4 (3H) -*>&m^TMft&f&ffl 5 6 iPJ^CSJ&M-r £ C £ 
K<fc*K 4-^od-5, 6, 7, 8-fh7^W Kn-2 - y f 9 - ( 4 - 
7a*- 2, 6-iJ>f;l/7x-;l/) -9H-f'J ; K [4, 5-bW>K- 



V*'J > 1 . 7 g. fh7*^h'J7xi;l/*^7-f v^7A6 7.0 m 



^5 J -;u (5ml) - 2 M&K:*- h U A7K^f^ (4ml) fCgfl?U flDI&it 

V 73 7 * --efflfSJLT. 4- (N-^f^-N-xf^T;;) - 6 - * n n - 
2 f-;u- 8 - ( 2 . 4, 6-h'J/f;l/7x^) ^t'/'J > 5 2 0 mg4 

1 H — NMR (CDC 1 ] ) : 6= 1. 0 0 ( 3 H, t) . 1 . 3 7 ( 3 H, 
t) , 1. 4 0 (2H. m), 1. 7 9 ( 2 H, m) , 1. 9 2 ( 6 H, s), 
2. 36 (3H, s) , 2. 45 ( 3 H, s), 3. 62 ( 2 H, t), 3. 7 
2 (2H. dd). 6. 96 ( 2 H, s), 7. 37 ( 1 H, d). 7. 82 ( 
1 H, d) o 



mm 1 




g. 2, 4, 6-h'j^^/U^ i^/l/*<7^ 3 . 1 g£^>-t? > (20ml) - 



8 1 
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(N-y^-yU-N-Jif-^T ^ 7 ) - 6 - ? o a - 2 -> ^/l/- 8 - (2, 4. 
6 - h U / i^;t/) *^-V'J > • 2 -/ i^&^fco 18 0-18 

2 °C 




1. 6g^ fH+Xh l J7x-;l/t«X7^>^7^^A4 0 Oragv 2, 4, 
6 - h U ^ f ;U7 x— yU^^K 1 . 8 g £0-fef > (2 0ml) J -)\; ( 

5ml) -.2Mft»th>J>?A**« (4ml) IzmML, an^iSSlET 7 B Hit 

-vnWlLT, 4- (N-y^;l/-N-i^/l/T ^ J ) -6-?nn-8- (2, 

;l/^£H*£fif<5C.£tCj:!9 4 - (N — "T^^U— N — -x^yUT ^ 7) -6-?n 
a- 8- (2, 4, 6- h'jyf^7i-A') ^^ % /'J>- • 1 

£»fco 1 3 5 - 1 3 8 °C 

H«BW 3 

8 2 
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4- (N-yf^-N-xf-^T;;) - 6 - ^nn-2-ifib-8-3- 
K*t7'J > 1 . 2 g, f h5^X h'j7 ii;l/*X7 w A 6 5 0 m 

g, 2, 4, 6 — h U ^ x— JlsfrVM 6 9 0 m g £ h/l/^cy ( 7 m 1 ) - 

■x.* J -JV (7ml) - 2 M*»^- h'Jf A7K««t (7ml) C7§»Lx jD^it 
3TF2 l^H«^1"So S^^^HF^i^^-e^^L7KT2Hi^^, 

D7h^7 7^-tilSL^ 4- (N-^^;u-N-i^/i/T = y ) -6-* 

dd-2-x^-8 - (2, 4, 6-h'jyf;l'7x-/l/) *7-7'J>5 1 0 

icj; 0 s 4- (N-y^;U-N-x.^;l/T ^ 7 ) - 6- ^no-2-xf;i/-8- 
(2, 4, 6 - h U /• ^t'/'J > • 3/2 •> =L*)W&& 1 &tL Q 14 

1 6 0 - 1 6 3 °C 

'H-NMR (DMSO— d« ) : 8 = 0 . 96 ( 3 H, t , J = 7 . 3Hz). 
1. 12 (3H, t, J = 7. 8Hz), 1. 34 ( 3 H, t, J = 6. 8Hz), 
1. 3 9 (2H, q, J = 7. 3 H z ) . 1. 77-1. 82 (2 H, m), 1. 
82 (6H, s) , 2. 29 (3H, s), 2. 58 (2H, q, J = 7. 8H 
z) , 3. 66 (2H, t, J = 7. 4Hz), 3. 75 (2H. q. J = 6. 
8Hz), 6. 93 (2H. s), 7. 49 ( 1 H. d. J = 2. 4Hz), 7. 
8 7 ( 1 H, d, J = 2 . 4 H z) o 
HJfeffl 4 

8 3 
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4- CN-y^Jl-N-^^toT ^ J ) -2, 5 - ; J 1 f-yU- 8 - a- 
V"U>2. 0 g> r- h 5 h U 7 x— ;^X7 ^ W A 6 0 0 m g> 2, 

4, 6-F'J>f;I/7x-;l/*-)Kl. lg^h^V (12ral) -x^- 
;Kl2ml) - 2 Mj^-*- A?K?t?£ (1 2ml) ic-faM U fln&itoftT 

^•7-7^ -"CfltjKLTx 4- (N-^fvlz-N-^^Jl/T S 7 ) -2. 

^;l/-8-(2, 4, 6 - h 'J ^ f ^7 x ^ t '/ 'J > 5 7 0 m g ^^Hfe 

&Sk£ Ltifco 5 8 - 6 1 °C 

'H-NMR (CDC U ) : <5 = 0 . 74 (3H, t), 1. 11-1. 1 
5 (5H. m). 1. 50 (2H, m). 1. 90 (3H, s), 1. 93 (3 

H, s), 2. 36 (3 H. s) , 2. 46 (3 H, s), 2. 72 (3 H, s), 
3. 25 (2H, m) . 3. 76 ( 1 H, m) , 3. 87 ( 1 H, m) , 6. 9 
7 (2H, s) , 7. 16 (1H, d) , 7. 28 ( 1 H, d ) o 

nmn 5 



8 4 
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8 - 3 — K- 4 - fcfX ( 2 - ^ h + ->xf T i J - 2, 5 - iS * *J]s*± 
VU > 6 0 Omg, f-h54-Xh';7 i ^;U^X7^>/N°5v ; ^Al 5 0 mg. 
2, 4. 6-hiJ^A7x-W» 3 0 0 mg^ h;l/x> (3. 2ml)- 
jc.^y-yu (3. 2 m 1 ) - 2 -MRSt h U ^ AtK^ ( 3 . 2ml) ML, 

7A^n-7h/5 7-f-1fi(|SLTx 4 - k*X (2-> h*">if;l') T ^ / — 
2, 5 - 8 - ( 2 , 4, 6-h'jyf;i/7x-;i/) ^tyjvi 0 0 

/Co H<£ 9 7-10 Ot 
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4- (N-rf;b-N-xf;b7;;) - 8 - 3 - K- 2 - / V U > 

9 2 Omg, fh7^7MJ7i-;l/^X7^ >^7^'fA 2 9 0 mg^ 2, 4, 
6 - h ] ) / x— 5 3 Omg^f^xy (6ml) - 7 -;U ( 

6ml) - 2 Umk1~ h U ^-AtKS* (6ml) izfeM U SD^il^T 4 1 mm 



-f-tftlllr, 4- (N-yf^-N-xf;l/7W) - 2 - ^ 8 - ( 

2, 4, 6-h'J>f;l/7xi^) *t7'J>2 1 Omg^Sfco 

&lc>f v-^o eyUTyi/3-^t>©f?ij$ffilcj; *9ltSlLA:o 7 0 - 7 2 °C 

- mrnm i 



6 - ? n n - 8 - 3 - K - 2 - - 4 - fc° ^ U 7 ^ V" 'J > 9 1 0 m g . 

fF5*7MJ 7i-;l/*^7^^7^9A 2 7 0 mg^ 2, 4, 6 - h U > 
JL—JI*VM 5 0 0 m g£r h A/a. > (6ml) J -J\s (6ml) - 

2 MjgftK-^- h U ^7A7k»«t (6ml) tc»#U ft]j&i!zftT3 0 B^if #^£o 

^•T€>o &»E&$il£9*U SiS^ •> 'J.* 7*;i/* 5 A ^ o 7> ^5 7 -f - 
LT> 6-?nn-2-^f;l/-4-^'jy;-8 - (2. 4, 6 - h 'J > f 



CI 
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T^W-ckSSIgfitc^fSailLfco 1 3 8 - 1 4 2 °C 

jfcfeeu 8 




4- (N-yf^-N-if^T;;) - 6 - a - 8 - 3 — K - 2 - / f- 
;U U > 1 . 2g, f h h'J7 7 >c >^*7 A 3 5 0 m 

7 i-;^')84 8 0 mg£ h7bi> (7ml) -Ji^y (7ml) - 
2 M£tl?^ h 'J ^ ATk^fg (7 m 1 ) tcig#U inM,MmrF4. 5B#Rfl«#-r5o 

LT, 4- (N-^f^-N-iW;;) - 6 - * n n - 2 - > ^/U - 8 - 
7 xi;l/*t«/>J > 6 2 0 mg^lfco sMfc^tiS ^ic-f V 7" n £;1/.x.-t-;U 
K«fcS?¥#SiUc:«fct)»SiLfc 0 7 4 - 7 5 °C 
HWI 9 




8 7 
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4- (N-7'f;l/-N-xf;l/7;;) - 6- ?on-8-3 - 
;U4-*- v />J V 8 0 0 mg> -r + X h'J7 x — ;I/*X7 ^ ^ «7 A 2 3 0 

m g . 2 - > x— 3 6 0 m g * h;l/i> (4. 7ml) -x.? J — 

( 4. 7 m 1 ) - 2 Mifctt*- h U A7k7§& ( 4 . 7ml) {c&tfU ftlftS 

Lj^iJLJiMLmiinjMiiiia^ii^^ 1 1 " 1 11 r ■' — " " "* " ' '* mii ** S K ^ • i w^tMa ^i ft* *^! ** 1 * ' - * * irfuw iH iwffi' 

Th^7 7^-?iiLT> 4- (N-y^^-N-^^yl/T $ 7 ) -6-?cf 
a- 2 - y f - ;U - 8 - (2 x-^U) *^7'J > 5 7 0 mg^l/: 0 

'H-NMR (CDC h ) : (5 = 1 .. 0 0 (3H. t), 1. 35 (3H, 
t), 1. 4 4 ( 2 H, m) , 1. 7 8 ( 2 H, m) , 2. 21 (3H, s), 
2. 48 (3H, s) , 3. 63 (2H. t), 3. 72 (2H, dd) , 7. 
2 9 ( 4 H. m) , 7 . 4 8 ( 1 H, s ) , 7 . 8 3 ( 1 H, s ) o 

<fc{C«fc»K 4- (N-y^;U-N-^^;I/T^ y) - 6- ?nn-2-/^;U- 
8 - (2 - >f;l/7x-;V) > • 3/2 •> a o Itt^ 15 9- 

1 6 2°C 
HSfe#I 1 0 




4- (N-yf/lz-N-if^TW) - 6- ^on-8-3-b"-2-yf- 

8 8 

ow<=OOC»0- <WO 3829397 A* 
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Jls*i-V U > 8 0 0 m g. f F7 + X^'J7 x— ;t/*X"7 >r i^^A3 5 0 

m g, 2 , 4 - y ^ f;l/7x-;^-?|4 9 Omg^ > ( 4 . 7ml)- 

(4. 7m 1 ) - 2MttK^ h U ^AtK*«E (4. Tml) ICg|U 

5 A? a^? h 4 -TrffiMLT, 4- (N-T'f ;I/-N-if ;l/7 5 ;) - 

6-?au-2-J =fJl- 8 - ( 2 , 4 - v ^ f;b7i_^) 'J > 5 0 0 

m g£*ffc 0 

'H-NMR (CDC h ) : <5 = 1 . 00 (3 H, t ) , 1. 3 9 ( 3 H, 
t) , 1. 43 (2H. m) , 1. 78 (2H, m) , 2. 05 ( 3 H, s), 
2. 39 (3H. s) , 2. 49 ( 3 H, s), 3. 62 (2H, t). 3. 7 
1 (2H, dd), 7. 09 (3H, m) , 7. 47 ( 1 H, d), 7. 83 ( 
1 H, d) o 

(N-^f ^-N-if^T; y) -6-^00-2-^7^^-8- (2, 4- 
: J* * — 7U) *^-'/U>' 3/2 \ / liYMty^mZo m& 

1 48-1 5 It 



4- (N-'/f^-N-xfyl/?;;) - 6 - ^nn - 8 - 3- h'-2->f 



.iSlE^J 1 1 



CI 
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JV^-i-V U > 8 0 0 m g. fh 5 *x h'J7 ^ ~J*7 A 2 3 0 

mgs 4-^no-2-^f;l/7x--'l/*'i'i4 4 0 m g£ h fr*- > ( 4 . 7 m 
1 ) -3Lf j (4. 7 m 1 ) - 2 MftSl^- h U ^A7K*ft (4. ?ml) i: 

>f )\yh^ ^j_? LQ7i ^SI&aSMr^ --4— HrN - ^^l?^rr-^r7l/TT *" 
7) - 6- ^aa-2-y^;U-8 - ( 4 - ? n n - 2 - ^f ^7x-/l/) 
> 6 3 Orag^ffco 
'H-NMR (CDC 1 3 ) :<5 = 0. 98 (3H. t), 1. 34 (3H, 
t), 1. 4 2 (2H, m) , 1. 7 7 (2 H, m) , 2. 0 4 ( 3 H, s), 
2. 45 (3H. s), 3. 60 (2H, t), 3. 6 9 (2 H, dd) , 7. 
14 ( 1 H. d) , 7 . 2 3 ( 2 H, m) , 7 . 4 2 ( 1 H, s ) , 7 . 8 2 ( 
1 H, s) o 

M^^^Cv/a^^i L«xf-;l/^^lt5aia^ 4 - 
(N-^^-N-xf;!/?;;) - 6 - ? o o - 2 - > 8 - (4-^n 

a - 2 -/f;l/7ii;l/) **-'/'J > • 3 / 2 v * *&iS£?£fco Rfcj& 14 6- 
1 4 9°C 

Hi^>l 1 2 




4- (N-T'f^-N-ifyl/T ^ 7 ) - 6 - ^ a a - 8 - 3- K- 2 - y ^ 

9 0 
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A/^y*y > 8 0 0 mg> h 7+7. h U 7x-yl/*X7 * A 2 3 0 

m g. 2, 6-y>Wxi^<)83 9 0 mg* h^x> (4. 7ml)- 

7ml) -2M^7-h'J^A7KM (4. 7ml) i:?g)jfL, 
Sn^ilaftT2 awaits. SJ£^*ftK^f-^-e*f?L7k"r 2lsi^Sfc N 
«*M7K«E»^ h U ^A-eftj»1-5 0 &J«£«ffi9£U a«*->U*yyu^7 7 
A^07h^77-(--ell3Lu 4- (N-^-N-xWU) -6- 
£ a a - 2 - ^ 8 - ( 2 , 6 - ^ > x jl;10 'J > 1 4 0 m g 

'H-NMR (CD C 1 3 ) :<5=1. 01(3H. t. J = 7. 3Hz). 
1. 38 (3H. t, J = 6. 8Hz). 1. 44 (2H, m) . 1. 87 (2 
H, m), 2. 05 (6 H, s ) , 2. 4 4, (3 H, s), 3. 6 3 ( 2 H, t , 
J = 7. 8Hz), 3. 71 ( 2 H. m) , 7. 13 (2 H, d) , 7. 22 ( 
1H, m),7. 38C1H, d),7. 84(1H, d)o 

(N-T'^yU-N-ai^yl/T ^ J ) - 6- ^na-2-/f^-8 - C2.-...6- 
*J * 9-Jl> 7 * -;U) 4- V* U > • 3/2->a9 ^±£^?#^ 0 15 6-158 

°C 



4- (N-^>^A-N-7 , ntf;l/7;-/) - 6 - ? an - 8 - 3- F- 2 - 



Jfefll 1 3 




9 1 
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/ ^J\s*i-V>) y 8 0 0 rag, t h'j7 *—Jl*7>7 j >/n°5 W I* 2 

0 8mg. 2, 4, 6 - h U t x— vU**lft3 8 0 mg^ h;U^> ( 4 . 

2 ml) -x^y-;i/ (4. 2 m 1 ) - 2 MifcK^ H; * AtMS** ( 4 . 2ml) 
iC&jgLs An&itziftT 3 6^^a^-r^.o S^m^r@lF^i^;U-C ! #^L7K"e2{£l 

t';U7;y) -6-^Dn-2-^f^-8- (2, 4, 6 - h 'J > f x- 
A>) VI 8 OmgWCo 2Mb£«0W:3 £lCN*"fr>J; f)SIS B H aLTi 

SilLrtio 1 2 9 - 1 3 0 °C 
HJteflJ 1 4 



4-t'X ( 2 -y>*i/x.f-yU) 7;/-6-^Dn-8-3-F-2-^f 
> l . Og, f h7+x h U •? x — j w?5 W a 2 7 0 m 
g. 2, 4, 6 - H; > x — fit 5 4 Omg^h (6ml)- 

(6ml) - 2 MtitWf}- V U ^ A7R?gf£ (6ml) tzfeML, tQ^>M 
SET 3 8 B^Jgflif £o SJC^ ; £r^^^^;l/l! : ^gRLIS^D^7K^2 Isl^^s 

w«Ji«rM7kia»^ h u ^A-cte»-r-6o £«E*SEESi:L. ^2S^^u*y;u 

*7A^n7hr57^f--efiLT^ 4-h'X (2-^ h + ->if;l/) TW- 
6-^nn-2-/f;l/-8 - (2, 4, 6 - h 'J > f ;l/7 x-;l/) 4^ V U > 
2 6 0 mg&mtio 




9 2 
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'H-NMR (CDC h ) : 8 = I. 89 (6H, s), 2. 34 (3H, 
s) , 2. 43 (3H, s) , 3. 40 ( 6 H, s), 3. 76 (4H. t, J 
5. 4Hz), 3. 91 (4H, t, J = 5. 4Hz), 6. 94 ( 2 H, s) 
7. 37 ( 1 H, s) , 8. 24 ( 1 H, d, J = 2. 4Hz)o 

^ nn - 4 - IfX (2 - * h4=-->^^;U) 7;;-6-^dd-2-> f-yU- 8 
(2, 4, 6-hU/f;l/7x-;l/) ^7"7'J>- 3/2>>a^i^||/; 0 a 
& 1 1 9 - 1 2 1 °C 

'H-NMR (DMSO-ds ) : (5 = 1 . 81 ( 6 H, s), 2. 07 (3 
H, s) , 2. 29 (3H. s) , 2. 34 (3H, s), 3. 50 (2H, b 
r . s ) , 3 . 7 1 ( 4 H, t ) , 3 . 9 0 ( 4 H, t ) , 6 . 9 2 ( 2 H. s 
7 . 4 7 ( 1 H, s) , 8. 4 0 ( 1 H. s ) 0 



6 - £ o n - 8 - 3- K- 2 - / 5^U- 4 -^-;U* y U > 6 0 0 m g 

f h7^hij7xi^7^>^7-;i)Al8flnig, 2, 4. 6 - F 'J > 
x-;i/t>7i 3 5 0 m g£ b>0/jL> (4ml) -jc? / (4ml) - 
2 MlfcS:*- b ^ A7K»fft (4ml) K&JSPU ^jn^il^T 4 2 ^BJjlflitSo 



Sfe^l 1 5 




9 3 
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TltSllLT. 6-^un-2-^f;l/-4- ; &;Wt'j;-8 - (2, 4, 6 - h 
■J > fyP7x-^) > 1 3 0 mg&ntZo M& 2 0 3 - 2 0 5 °C 

'H-NMR (DMSO-ds ) : <5 = 1 . 89 (6H. s), 2. 34 (3 
H, s) , 2. 50 (3H, s) , 3. 70 (4H, t, J = 4. 2Hz), 3. 

9 1 (4H. t, J = 4 . 1Hz), 6 . 9^5 ( 2 H, s,L X^CLXi H, 

d, J = 2. 4Hz), 7. 79 ( 1 H, d, J = 2. 5Hz)o 

mmw 1 6 




S-^an-4 - (N - •> ^ n 7* n t'^y f - N - 7" a ; ; ) - 8- 

3 — K — 2 — > ^;l/*^V»J > 8 0 0 mg^ r h5+X F !J7x-^t^7^ 
v** A 2 2 0 mgx 2, 4, 6 - h 'J ^ f ;l/7 x-;l/*7i 3 1 Omg^F 
yl/jc > (5ml) -i* J -7U (5ml) - 2 MJ&lfc*- h "J 7 A7k?gf& (5ml) 
l«L> ta&itirF 3 Q&fmmftirZo KJ&^Mrif-^#^L7kT2[sl 

U ii?J\s±i^ 1*? n^? h^57^ --eftiiLT. 6-?nn-4- (N-->?a 
hVU^ ^yU-N-^D t°;l/T ^ 7) - 2 -> 8 - ( 2 , 4, 6 - h U 

y x— AO > 1 8 0 mg^flfio 

'H-NMR (CDC h ) :<5=0. 29 (2H, m). 0. 61 (2H, 
m) , 0 . 9 9 ( 3 H, t ) , 1 . 2 6 ( 1 H. m) , 1 . 8 4 (2 H, m) , 
1. 92 (6H, s) , 2. 36 (3H, s), 2. 46 (3H. s), 3. 5 
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5 (2H, d) , 3. 70 (2H, t), 6. 96 (2H, s), 7. 38 (1 
H, s) , 7. 9 9 ( 1 H. s) o 

(N- n/n fcVuy. J-Jlz-N-zfu bVI/T ^ y ) -2-y^;U- 
8- (2, 4, 6-h'J>f;l/7x-^) +7-'/'Jy' 3/2ya^it^i/: 0 

1 7 1 - 1 7 2 °C 
Ifcifefll 1 7 




6 - * n a - 4 - x.=f- fry ;7-8-3-K-2 -y ^;U4^V~U > 7 0 0 m 
g> f h^^Xh'J 7x-;l/t^7 O^5^7A 2 3 0 mg> 2, 4, 6 - V 
'^>^;l/7 — 4 3 Omg-fe b;l/^> (5ml) -^^7-^ (oral) - 

2MftK7-h'J«7A^M (5ml) (c/gfc?L> Anf&ilflfcT 2 3 B^Jff^ 6o 

L/c^ic N ^V7 , nf;l/i-f^-^iif-;l/^t>^Il, 6-?no-4- 
■x-f-zl/T $ y - 2 -y f-yl/- 8 - ( 2 , 4, 6- h'J^ Wxi;l/) *t7'J 
> 6 1 m g &&iZo MA 2 5 1 - 2 5 2 °C 

n.mm 1 8 
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6 an - 4 -i^xf;i/7 ^y-8-3-K-2-^ f^ + T-^'J >8 7 0 
mg^ fh7 ; l i Xh'j7x-;l/*77«fW^^'?A2 7 Oragx 2, 4, 6- 
'h U > f;l/7 ;l/*«7»5 0 0 mg£ (6ml) -x.? J (6m 

1 ) - 2 Mm.m.i- h 'J -7 A7kjg& (6ml) tcjgfffU ta&itoftT 7 0 &rmm& 

A-e^-TSo »jae*«JES*U BUSES' V ii?JV1i3 A? a -7 b?--?? - 
-eSNKLfcflfclc. ^V^nf/l/x-f/^bS^iU 6-^nn-4-yxf 
;l/T ~ 7 - 2 8 - ( 2 , 4, 6-f'jyf;l'7xx;i/) +^7^2 
6 0 m g £*#fco 1 3 7 - 1 3 8 °C 
Hi^l 1 9 




4- (N-7'f;l/-N-if-^7;;) - 6 - ? a n - 8 - 3 - K- 2 - / f- 
/U^^-'/'J > 8 0 0 rag, f- b 3** h 'J 7 ;l/*X7 A 2 3 0 

m g^ 2 - 7DD7xX ;l/*9i 4 0 0 mg &ffi<^ K;1/jl y ( 4 . 7ml) -i 

9 6 
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5J-)^ (4. 7ml) -2M&»^ HJtfAfciSiE (4. 7ml) Cij^L, 

A^nTh/7 7^--eiUL^ 4- (N-^f;l/-N-if;l/7;y) -6- 
? n o - 8 - ( 2 - * n D7 i— 710 - 2 - t V > 7 8 0 mg£?Sfco 

Elites-*- S CiiU $ ^IcilLto 14^ 8 7-88 

°C 

mmm 2 0 



4- (N-y^;l/-N-^-^^T^ y) — 6— ^nn-8 - 3— K — 2 — ^ f- 
>8 0 0 mg. f h7 + Xhij7 * W A 2 3 0 

rag, 4-y h + '>7x-M«7S3 9 Omg^h^i> (4. 7ml) 
y-;U(4. 7 ml) - 2M^I?t hy^^MfS (4. 7ml) i:ML, in 
"fftitSlET4l^raai^i"So K^£M?^/l'T^?RL7k-£2 EIzfeML WUJi 

?n7h^77^-tfllt> 4- (N-7f;l/-N-if^7;;) -6- 
?no-2-y 8 - ( 4 - * h^->7 *— AO ^'/'J > 7 1 4 rag^l 

/to 

'H-NMR (CDCla ) : 5 = 0. 99 (3H, t), 1. 35 (3H, 

t ) , 1 . 4 2 ( 2 H. m) . 1 . 7 7 ( 2 H, m) , 2 . 5 6 ( 3 H, s ) , 

3. 61 (2H. t), 3. 68 ( 2 H. d d ) , 3. 88 (3H, s), 7. 




OCH 3 



9 7 



BNSOOCIO: <WO 9829397 A 1 _l_> 



WO 98/29397 



PCT/JP97/04782 



00 (2H, d) , 7. 62 ( 1 H, s), 7. 68 (2H, d ) , 7. 77 ( 

1 H. s) o 

(N-yf;l/-N-if^7;;) - 6-^nn-2->f^-8- (4-> h 
^•>7i-;l/) *t 4 /'J > • 3 /2 ^a^KMifCo gi<±U 3 9 - 1 4 0 °C 
I^»I2 1 

- ** <-* . ml iiiw i in « mtmmi'mn m m * * | w n »^ 4 ^"'^ 




4- (N-T/^yU-N-if-yl/T ^ 7 ) - 6- ?nn-2-^^;b-8 - 3 - 
K*t7'J > 7 7 0 mg> -r h^^X h'J7 i — /l/*X7.f w?5 A 4 4 0 
m g, 2 , 4 - ^> b^*>"7 i~;U^0^5 2 Omg^rh > (5ml) - i 
(5 ml) - 2M«»"^- h U -J7 AtK««E (5ml) icjgjftU tn^il^t 

ti 4^raai^5 0 Rj6^*ftiftif-yu"T?*«?L7k-e2i5iijfe^fit. mmmzm 

-7 h y-y 7 4 --elfrSILTx 4 _ (N-yf^-N-if/l/TW) -6-?n 
n - 8 - (2, 4-^> h^r<>7x-;U) - 2 - > 7* 'J >7 3 Omg^ 

'H-NMR (DMSO-d« ) : 6 = 0 . 94 ( 3 H. t, J = 7. 3Hz) 
1. 28 (3H, t, J = 6. 9Hz), 1. 30-1. 41 ( 2 H, m) , 1. 
7 6 ( 2 H, tt, J = 7 . .5. 7. 8 H z ) , 2. 34 (3 H, s), 3. 5 
9 (2H, t, J = 7. 8Hz), 3. 65 (3H, s), 3. 68 (2 H, q. 
J = 6. 8Hz), 3. 81 (3H. s). 6. 59 ( 1 H, dd, J = 6. 3, 

9 8 
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1. 9Hz), 6. 66 (1H, d, J = 2. 0Hz), 7. 13 ( 1 H. d, 
J = 8. 3Hz). 7. 54 (1H, d, J = 2. 0Hz), 7. 79 ( 1 H, 
d, J = 2 . 0 H z) o 
H»l 2 2 




4- (N-yfil'-N-x^TU) - 6- ^on-8-3-K-2-^f 
)\<*±V !J>8 0 Omg, ^ h 5 h'J7 a — 4 *7 A 2 3 0 

mg> 4-^V^at , ;l/7x-M^i 3 9 0 mg^ffll4^x> (4. 7ml)- 
i^y-;U(4. 7ml ) -2MKStt MJ^A*M (4. 7ml) l«U 

A? h 757 4 --ZmnLX. 4- (N-^f/lz-N-if^T;;) -6- 
70D-8 - (4--T V^n £jl7 ;U) - 2 - / ^Jl<*j-V U > 5 6 5 m g 

'H-NMR (CDCh ) : 5 = 1. 00 (3H, t), 1. 35 (11H. 
m) , 1. 7 8 (2H, m), 2. 5 6 (3 H. s), 2. 9 9 ( 1 H, m) , 
3. 61 (2H, t), 3. 7 0 (2H, dd), 7. 32 (2 H, d), 7. 
6 4 (1H, s), 7. 65(2H, d) , 7. 78(1 H, s)o 

CN--7*f-/U-N-^;UT ^ y ) - 5- ^nn-2-^f;l'-8 - ( 4 - -< V 
7'nf^7i^^) **-VV > • 3/2 •> a *7 KJfi^S^o Hk.& 1 1 8 - 1 2 0 °C 

9 9 
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%mm 2 3 




4- (N-yf;l/-N-if;l/7;7) - 6 - * n o - 8 - 3 - K - 2 - * 3- 
V* Uy8 0 0mgs fh7+Xh'J7 i jx;U**7 ^ y'^i* 2 3 0 

mgx i— A^^gg 4 0 2 m g£- h;U^> (4. iml) -x^y- 

^ (4. 7ml) -2M^Kt-h'J^A7KM (4. 7 m 1 ) Cfgft? U ft]*&S 

t h ^5 7 4 -TfitgJLT. 4- (N-^f^-N-xf^T^;) - 6 - ? n 
a - 8 - (4-^nn7i — ;U) - 2 - jt f-A**** '/'J > 7 1 4mg^lfco 

'H-NMR (CDC 1 a ) :S-l. 00 ( 3 H. t, J = 7. 3Hz), 
1. 36 (3H, t, J = 6. 8Hz), 1. 41 (2H, q. J = 7. 3Hz) 
1. 77 (2 H. m) , 2. 54 (3H, s) . 3. 61 (2H. t, J = 7. 
9Hz). 3. 7 0 (2H, dd, J = 7. 3Hz, J=l 4. 1Hz), 7. 
42 (2H, d, J = 8. 8 H z) , 7. 61 (1H, d. J = 2. 5 H z) . 
7. 65 (2H, d, J = 8. 8Hz), 7. 81 ( 1 H. d. J = 2. 5Hz) 
*4b^Br£$ blOa^i Lt^xf^^IMBlf^CiCi^ 4 - 
(N-7"f;l-N-xf;l/7;;) - 6 - * a n - 2 - > f-yU- 8 - ( 4 - ? n 
n7 x-;W) +7-7>J^« 3/2 •> i^K**S^o ffit£ 1 1 7 - 1 1 9 °C 
») 

10 0 
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4- (N-Zf^Jl-N ^ J ) -2, 5 - ^> f-JU- 7 - 3 - K-^ 
-^7 C3. 4-d] fiJ 7g, ff7 + XMJ7x-^77^^' 

7^7A 5 0 0 mg, 2, 4, 6-MJ>f^7z-;^7it9 3 Omg^ 
i> (1 0ml) -i^y-yu (1 Oral) - 2 M^g?^ h 'J -7 A7K?§?£ ( 1 0 
ml) izfeML. 1m&MiMT2 mra«^-5 0 LjK 

yjSIr "> 'J ts YJ\s?i 5A^D7 h^57^ — TfflSS L~£\ 4- (N-7'f-yU-N- 
xfyl/7;;) -2, 5 - ^> ^yb- 7 - ( 2 , 4, 6 - h >J ^ * — yU) - 

fx; C3, 4-d] f'J ;i?>4 4 Omg^Ito ^tii'N + tV^^I 
*Sfi-r<5C $ £lc*MilL*:o 1 0 5 - 1 0 7 t 

2 5 




1 0 1 
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4 - fc" * ( 2 - / h ^i/i^AO T x J ~ 2, 7-3- Kf-i 

y C 3 , 4 — d ] t°'J^> ; >2. 0 g, f h5+xh'j7 x-^'t^7 w >^'7 
S^A5 0 0mg. 2, 4, 6 - Mi y f ;l/7 x - OK 9 9 0 m g h 
> (1 0ml) 7 -;U (10ml) - 2 Mj^I^ h 'J -7 (10m 

?r •> 'J * ^f';l/* 7 A ^ n 7 h /7 7 ^ - til! L 4 - t"X (2-/- b*->^ 
^^)T^y-2, 5 - : JM =f-)\s- 7 - ( 2 , 4, 6 - h 'J ^ f ^7 x-^) f 
x; C3, 4-d) t° 'J ^ V y 1 2 0 mg^r^o *M(^^t>^^Si 
a H 8 t5C iJCct K> £ bi:^!U:o 9 0-9 1 °C 
2 6 




4- (N-->^n7 , ntVl/^f-^-N-7'ot , yl/7;;) -8-3 — K -2- 
y f-yi/ U > 8 0 0 m g, f F7+XMJ7 xx;l/*X7^ A 2 

4 3mg, 2, 4, 6-F^f^7xx;^9|| 4 4 3 mg?rh/l/x> (6m 
1 ) -x.? j (6ml) - 2 Ummi- h U AtR^ (6ml) !C7&ft?U 

n^p t";uy T^yiz-N-T'n b°;UT ^ y) -2->f^U-8- (2, 4, 6-h 
U y f;b7x-;l/) > 2 0 0 mg^l/:o ^{t&MZJ V7°n t';UT;U 



1 0 2 
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2-/W^^ H B B t5:ilcJ:^ $ bKmmtZo M& 7 5 - 7 7 °Co 

'H-NMR (CDC 1 3 ) 6=0. 27 (1H, dd, J = 4. 9Hz, 1 
0. 8Hz), 0. 60 (1H, dd, J = 5. 4Hz, 13. 2Hz), 0. 
98 (3H. t, J = 7. 8Hz), 1. 26 ( 1 H, m) , 1. 84 ( 2 H, 
m) , 1. 92 (6H, s), 2. 37 (3H, s), 2. 48 (3H, s), 
3. 58 (2H, d, J = 6. 8Hz), 3. 72 ( 2 H, t, J = 7. 4Hz), 
6. 98 (2 H, s) , 7. 34 — 7. 42 (2 H, m), 7. 92 (1H, d, 
J = 8. 3 H z ) o 



4- (N- a7a =?- )\s - N - 7 u h°;!/T ^ J ) -8-3-K-2- 

2, 4, 6 -> 'J y f;l/h a 'J ~ i?>- 5 ^TllJfeM 3 
0^#TSJ©^?t^> 4- (N-->^D7 , nt';Mf;l/-N-7'Df^7;;) - 
2 - ^ ^;U- 8 - ( 2 , 4 , 6 - h U > t° U ^ ^ > - 5 - -T ;U) 4- ± */ U > 



«j 2 7 




2 8 
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4- (N-rf;l/-N-if;l/7;;) - 8 - 3- K~ 2 -/ ^U^VU 
fb74xMJ7i-;l/t>X7^^7^^A, yif^ (2, 4, 6 - MJ * 

4 - (N-T'f-yU-N-xf;!/?;;) (2, 4, 6 — h U 



4 - (N-^f-yU-N-i^^T ^ J) - 8- 3- K - 2- ^ ^;I/*^7'U >s 
fh5+X hU7x-;l/*X7-f y^^-^^A^ yif/l/ (2, 4, 6 - h U > 

4- (N-7'f ;b-N-if^7; ;) -2->f^-8 - (2, 4. 6 - MJ 



iflSCT 2 9 




itefli 3 o 



1 0 4 
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4- ( N - •> ? n y n t';l/> f ^ - N - ^n f;l/7 ; ; ) - 8- 3- K - 2- 
* x ) -r b 5 h 'J 7 * — JV*K7 j v"7 A N i^^yu ( 

2, 4, 6 - h U ^ ^;Wfc°'J 3 -^/U) .-J? -5 >£ffl^THJfe0»J 3 £PH*© 

^frTKJc^m^ 4- (N-y^D^nfyMf^-N-yot'/l/?;;) - 
2 *-;U- 8 - ( 2, 4, 6-h'J>f-;HfUi?>-3-'f;l') *7"7';>4 

Hlfe^j 3 1 




2-7^7-4- (N-->^DypfyMf;l'-N-7'Dt , ;l/7;;) -8- 
3- F + t'/ 1 ) r h 'J 7i-;^X7 ^ 2, 4, 6 

^7-4- (N-y^n7nt';Mf;l/-N-7D!:^7;;) -8- (2, 4 

-mmq 32 

l 0 5 
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4 -b*X (2 h4->if;l/) TW-8-3-K-2 — /• f - ;U 4- V 'J 

;U^»7^^rffl^Tll^| 3 i[n|^©^^TS:^^:?T^. 4-t"X.(2-/- h ^ ■> 
TiJ-2-JTJV-8 - (2, 4, 6 - h U > x -AO 

H»J 3 3 




7x-;l/^7s7>f >/<7y.7A, 2, 4, 6-h'J/f^7x-;^7i^ffl^ 
TUlfeflj 3 £llt*©&#TSf6£:fT^ 4-y7"n t°;l/T i 7 - 2 - ^ f-;U- 8 - 
(2, 4, • 6 - h "J y f ;i/7xi;b) ^t7'J >*i5;i*<f§5o 

mmm 3 4 



1 0 6 
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2, 4, 6 - h 'j > f yi/7 'j ; ii<TS « fl 

mmm 3 5 




4- (N-^?D7'nb J ;Mf;l/-N-7'Dt a ;l'7; ;) -2, S-i/t=f-)V- 
7-3-F-fx; (3, 4-d) f');^, f h7 + XMJ7 x -;^X7 
^y^v^A, 2, 4, 6-MJ^f-^7x-;i/t>7i^ffli\ tW\ 
&®&#TRJC£*t^x 4- (N- a? a ^ylz-N-^a b'yl/T ~ 7 ) - 

2, 5-y^^;U-7- (2, 4, 6 - h'J^f^7x-/U) fx; C3, 4- 

d) try ^ y^i5;ii<Ti4, 
fSJfefll 3 6 



1 0 7 
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7-^0^-4- (N-^f;i/-N-if^7 = ;) - 2-^f;l/fxy C3, 
4 - d ] b''J;^>6 8 Omg, fh7^7h'J7 x — >^7v9A 
2 4 0 mg. 2, 4, 6 - h U>f ;L'7x-;^'?il4 4 Orag^hJl/i> (5 
ml) -x^y-A/ (5ml) - 2 M£ft»^ h U A7k?g$[ (5ml) tc&PU 

TiitSo mmZis 'J tiffr*? 1*5 cr^? h 7 * --CffHHU 4 — ( N — 
rf-;l/-N-xf;l/7 5 7 ) - 2 - > 7 - (2, 4. 6-h'J^f^7x 

^;U) ^jriy C3, 4-d) bT U ^ > 4 5 0 m g 2-^fc 0 ^Mt $ & IC7 

xf;H;7) - 2 > ^;U- 7 - (2, 4, 6 - f U f ^7 xx;v) ^jcy 
C 3 , 4 - d ] f'J 3/2 7 -e;U»Jfi^#^ 0 Bfc& 1 8 4 — 1 8 6 °C ( 

o 

HJfe^l 3 7 




1 0 8 
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4- (N - •> ? o 7" n t^M f - N - 7* n ; 7 ) -7-3-K-2- 

^/^xy [3, 4-d) t'ij;^^ fFf^^h^x-MXV^/N* 
7-^-)A N 2, 4, 6 - h U jt x-;l***K£ffil,^ £Hg$I 3 iPl^cT)^ 

frTS^^fr^, 4- (N- •> ^ d h a ;M f - N-7°d t';VT ; y ) -2- 
7- (2, 4, 6-h'J^f^7x-;U) -fxy (3. 4-d] t° U 



4- (N- n^o f/lz-N-^n fcVl/T i 7 ) - 8 - 3 - K - 2 - 

/ f^ + T-'/'J > 8 0 0 mg, 7- h h'J7 -f ^ ^ A 2 

4 3 ra g , yxf;l/- ( 3 - b° U ^ ;U) *'5>4 0 Img^h > (6ml) - 
y -;U (6ml) - 2 MftK*- h V O A?K?§^ (6ml) Ic^iU jjQMM 

M^-> U iiVA/ft 3 ? 1*? a -7 h ^57 ^ --eflMKLT. 4- (N-^n7"u 
Wf;i/-N-7*Dt;V7^) -2->f-;u-8- (t a y >- 3 -4 AO 

l^at^Ciia^ 4- (N-->7D7 1 nt t ;Mf;b-N-7 , Dt';l/7;;) 
2 - f- Jl>- 8 - ( hf >J > - 3 - >r AO 4- V* U > • JfeKtS^ft/io Hfcjft 1 7 
8 — 1 8 0 °C 0 



Jfefll 3 8 




Jfefll 3 9 



1 0 9 



9829397A1 J > 



WO 98/29397 



PCT/JP97/04782 




2-7;7-4 - (N-yf/l/-N-xf^7;y) -6-?no-8-3- 
K^^-V*'J>2 3 0 m g , fh7 + XMJ7x-;l/^X7-r >A»7i?^A6 6m 
g, 2, 4, 6- h , i^f'^7x-^^7^1 2 Omg^ h^i> ( 1 . 4ml) 
i^y-yUCl. 4m 1 ) - 2 M*K^- K U ^ A7K»«t ( 1. 4ral) i:ML> 

-T3o aaEtci^»Ji^;U*Jn>L«ftb L^ilSii^ailXLr 2-7$;-4 - (N- 
7'f;l'-N-if;l/7;;) - B- ^nn-8 - (2, 4, 6-h'J>f^7x 
— ^^yj y 8 2 mgSrif/Co 1 9 2 — 1 9 4 °Co 

'H-NMR (CDC h ) 5=1. 00 ( 3 H, t, J = 7. 2 H z) . 1. 
35 (3H, t, J = 7. 2Hz), 1. 41 (2H, m) . 1. 78 ( 6 H, 
s) , 2. 36 (3H, s) , 3. 56 ( 2 H, t, J = 7. 6Hz), 3. 6 
5 (2H, dd. J = 6. 8Hz), 4. 75 (2 H, br), 6. 95 ( 2 H, 
s) , 7. 2 3 (1H, s) , 7. 7 0 ( 1 H, s) 0 

'^mm 4 0 
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2 -T-t? h#-->* *J1/- 4 - (N-yf;l/-N-if/l/7;y) -6-^no- 
8-3-K*ty'J> 8 4 0 mg, fh7 + XF'j7 x-;U* y^7^"5 
A 2 0 8rag, 2, 4, 6 - h U ^ x 3 7 7 m g £ h > ( 

'5ml) J -;[/ (5ml) - 2 M&Bt^ h 'J ? A 7 j<7gf£ (5ml) ic^j^ 

y^AlOOmg, 2, 4, 6-h'J>f;I/7x-;^7il 8 Omg N 2 M£fc 
tt-^ h U ATK^ffft 3 m 1 SrSn*. 12.5 B*ffflta&«^Til#"2-<5o 

f AtgiLf:^ i$K4«ET8it5o SUS* •> U * ? fr* ^ ^ ? a v b 
5 --eflfjaUT. 4- (N-rf/l/-N-xf;l/7;;) -6-*nn-2- 
t Kn + ->^f;l/-8- (2, 4, 6 - M; > i— ;U) -*-^'/y ><Dt&f* 

i!i#J 5 8 Omg^Ifco 

'H-NMR (CDCli ) : <5 = 1. 00 (3H, t), 1. 38 ( 5 H, 
m) , 1. 8 1 (2 H. m) . 1. 8 7 (2 H, m) , 2. 3 2 (2 H, s) , 
3. 64 (2H, t), 3. 74 (2H. dd), 6. 9 1 ( 2 H, s), 7. 
4 4 ( 1 H, s ) , 7 . 8 5 ( 1 H, s ) o 

4 - (N-yfylz-N-xf^? ^7) - 6- ^DD-2-t Kn^->>f^- 
8- (2, 4, 6-hU^f-;l/7i.-;l/) 2^ a «7SJa*ifco Si 

1 4 9 - 1 5 1 °Co 

111 
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'H-NMR(DMSO-d 6 )<5 = 0. 95 (3H, t, J = 7 . 3 H z ) . 
1. 35 (5H, m) , 1. 82 ( 8 H, m) , 3. 68 (2H, t. J = 7. 
2Hz), 3. 75 (2 H, dd, J = 6. .8 H z, 13. 6Hz), 4. 29 
(2H, s) , 6. 93 (2H, s), 7. 54 ( 1 H, s), 7. 91 ( 1 H, 

s ) o 

mmm 41 




6-?no-4- (N- •> ? azfa f-yU- N-^o fcfJUT 5 J ) -2- 

p< h + ->-8-3-F^t > / l i>4 4 Omg, fh5^XMJ7i- M«X7^ 
>^ , 7'^'5i» 1 1 5mg, 2, 4, 6-F'J^f;l/7x-yl/t^®2 1 3mg^ 
b;l/i> (3ml) -x.9J-J\s (3ml) - 2 MifcBE*- MJ AjkiSft (3 m 
l) tcjgflfu inf!ft«ffiT6. 5B#p B m^t-^o $ii:fh5 + xhiJ7i-^ 

*X7-f>/<7y«)Al 15mg, 2. 4, 6-F'J>f;l/7x-;i/*7t2 1 
3 m g „' 2 MfcStl" b U * ATkiSffc 3 m 1 fcinx. 11. 5 B^PEfj^itsftTilf^-r 
&o ^^^I^CIL^ ftttif-A^ft]*.. WliS^TK^^^t-'So WJ&Jl^ 

^nn-4- (N- •> ? □7'n fcfyuy f;l/-N-7 p n tVUT ^ / ) - 2 - > 
•>-8-(2. 4, 6 - h U > f-7U-7 x — ;U) y^ntzo 3 - 9 

6°C 0 

'H-NMR (CDC 1 3 ) 5=0. 28 (2H, dd, J = 4. 9 H z, I 



1 1 2 
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0. 2Hz), 0. 63 (2H, d d, J = 5. 8Hz, 13. 2Hz), 1. 
00 (3H, t, J=7. 3Hz), 1. 26 ( 1 H, m) , 1. 85 ( 2 H, 
m) , 1. 93 (6H, s) , 2. 34 (3H, s) 3. 58 ( 2 H, d, J = 
6. 3Hz), 3. 7 4 (5 H. m) , 6. 93 (2 H, s), 7. 37 (1H. 
s ) , 7 . 8 8 ( 1 H, s ) o 

mmvu 2 




: J * ^;l/x;l/*4=--> K 1 5 m 1 \z 4 - ? o n - 5 , 6, 7, 8-fh7^^ F 
a- 2 9 - (2, 4, 6 - h 'J ^ f ;b7 x-/U) -9H-h''J i F [ 

4, 5-b) -f > 2 g^^L, N-if-yl/y^-yl/T 5 >-6 g^Jn^Lx 1 

VQ&ntZo *n4i/'J*y;l/*7A^o7h/7 7-f-ICT»8!!L, 4 — ( N — 
;l/-N-if-;l/7 ~ y ) - 5 , 6, 7, 8-fh7'WFD-2-^fil/- 
9 - (2, 4, 6 - F'J^f;l/7x-^) - 9H-f'J ; K (4, 5-bW> 
F-;U2. 1 8 g^ffe^iLtitc Mi,& 9 0 - 9 2 °C 

'H-NMR (CDCh ) 5=0. 94 (t, 3H, J = 7. 4 Hz), 1. 
23 (t, 3H, J = 7. 4Hz), 1. 35 (m, 2H), 1. 63 (m, 2 
H) , 1. 8 2 (m, 4 H) , 1. 8 5 ( s , 6 H) , 2. 2 1 (m, 2 H) , 
2. 3 4 (s, 3 H) , 2. 44 (s, 3H), 2. 84 (m. 2 H) , 3. 5 
8 (t, 2 H, J = 7. 4Hz), 3. 65 (q, 2 H, J = 7. 4Hz), 6. 

1 1 3 
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9 7 ( s. 2 H) o 

mmm 4 3 




2tit>tl/:4- (N-T^U-N-^f-^T ^ J ) -5, 6, 7, 
8-f h7'W Fa-2-^f;l'-9 - (2, 4. f;l/7 i^-7l/) - 

9H-f'J ; K (4, 5 -b] -f > K-/I/0. 6 5gW-i^/-/Kl : 

3 0)1 5mli:^U 1 0 B^Jn^iiflfcLfCo ?££im> ^r^T^fDL. Sfc 

"CffifSlU 4- (N-y^-N-if^TW) -2-*f-;U-9- (2. 4, 
6 - h «J ^ ^-71/7 -9H-f'J ; F [4, 5 - b ] >f > K-vU 113m 

'H-NMR (CDC h ) 5=0. 94 (t, 3 H. J=7. 4 H z) , 1. 
32 (t, 3 H, J = 7. 4Hz), 1. 39 (m, 2 H) , 1. 73 (m, 2 
H), 1. 84 (s, 6H), 2. 39 (s, 3H), 2. 55 (s, 3H), 
3. 77 (t, 2 H, J = 7. 4Hz), 3. 85 (q, 2H, J = 7. 4Hz), 
6. 90 (m, 1 H) , 7. 05 (s, 2 H) , 7. 29 (m, 2 H) , 7. 8 

4 (m, 1 H) o 
HJfe^J 4 4 
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OMe 




a- 2 9 - (2, 4, 6 - h 'J > i-yV) - 9 H - h° 'J ; K C 

4 , 5 - b) > K-;U 2 g£r&j|?U t'X ( 2 - > h */>i^yI/) 7 ; > 8 g 

^ita^., i o o °cicT5 mrnm&Ltzc JZfcm&vnZKTkiz&g^ w^wt^^-j^ 

4-h"X (2-^ h + ->if;l/) 7;7-5, 6, 7. 8 -f h^^-f Ka-2- 
>5 L ;b-9-(2, 4, 6- h'J^fyl/7x-;l/) -9H-f'J ; K (4, 5- 
b) -f > K-;U l . 6 7 g£&Hm#§i§c!: LT^fco S4,& 1 0 0 - 1 0 1 0 C o 

'H-NMR (CDC h ) 5=1. 80 (m, 4H), 1. 84 (s, 6H), 

2. 20 (m, 2 H) , 2. 33 (s, 3 H) , 2. 43 (s, 3 H) , 2. 8 

4 (m. 2H), 3. 37 (s, 6H), 3. 67 (t, 4 H, J = 6. 4Hz). 

3. 88 (t. 4 H, J = 6. 4Hz), 6. 96 (s, 2 H) o 

n&m 4 5 . 




1 1 5 
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HSfcM 4 4 "C» Zftlfc 4 - k*X ( 2 ->if-ylO 7 i y - 5 . 6. 7. 

8-f h7^W Ka-2 - 9 - (2, 4, 6-h'jyf^7x- ;U) - 

9H-f'J ; K C4, o-b) K-;U lgM-i^ (1 : 3 0) 

2 0mli:giU 1 O^Pb^d.^^L^o ft*Pm> ^g^^fOU I^S^f- 

X^dTTT- 'i Y *r i/x?;l/) 7 ; 7 - 2 - ^ f-yU- 9 - ( 2 , 4 , 6 - Mi 
^ ^Jl7 x— ;U) -9H-f'J ; K (4, 5-b)-T> K-;U 2 0 0 m g^ltfe 

'H-NMR (CDC1 3 ) 5=1. 83 (s, 6H), 2. 37 (s, 3H), 
2.. 5 4 (s. 3H), 3. 37 ( s , 6H), 3. 74 ( t , 4 H, J = 6. 
4Hz), 4. 08 (t, 4 H, J = 6 . 4 H z ) , 6. 90 (m, 1H), 7. 
0 8 (s, 2 H) . 7. 2 9 (m, 2H) , 7. 9 4 (m. 1 H) o 

mmw 4 6 




: J * f-;UXyl/**-> K 2 0 m 1 4 - * a n - 5 , 6, 7, 8-f h5WF 
□ - 2 9 - (2 , 4, 6 - h'J^f/l/7i-;l/) -9H-h''J ^ K ( 

4, 5-b] -< > K-;U2 N- v ? o7°n t°;U^ ^yU-N-^n fc? 

^ > • £S?i£ 1 . 8 g*5«fctf h V 5 > 2 m 1 £flQ;t> 1 0 0'CCt 



1 1 6 
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b';U^ ^yU-N-7n fc°yU7 ^ J ) - 5 , 6, 7, 8-f F5'W Fn-2-> 
9 - (2, 4, 6 - h U ^ x— -9H-t'iJ; F [4, 5 - b ) 

4 y k-;u i.48 gz&n&feikt trmtzo m& 1 1 2 - 1 1 3°c 0 

'H-NMR (CDC 1 j ) 6=0. 20 (m, 2H), 0. 53 (m, 2H), 
0. 93 (t, 3 H, J = 7. 4Hz), 1. 10 (m, 1 H) , 1. 69 (m, 
2H), 1. 80 (m, 4H), 1. 86 (s, 6H), 2. 2 0 (m, 2 H) , 
2. 33 (s, 3 H) , 2. 44 (s, 3 H) , 2. 86 (m. 2 H) , 3. 4 
9 (d. 2 H, J = 6. 3Hz), 3. 68 (t, 2 H, J=7. 4Hz), 6. 
9 6 ( s . 2 H) o 



• HSfe^J 4 6 -Z'&Ztltz 4 - (N- •> ? a^n t?yl/> f-yU-N-^n \£jVT W) - 
5, 6, 7, 8-fh7'W - (2, 4, 

7 x^;U) - 9H-f'J ; K (4, 5 - b j > K-^ 1 g£5B^-^^ 
( 1:3 0 ) 2 0 mlf:?$iL^ 1 0 I^P5 jQ.«jggS Lfeo ftWik. 

-f -JCTfltSaL. 4- (N- a7°a t°;U^ ^yu-N-7n t'yUT ^ y ) - 2- 
> f-yU- 9 - (2. 4, 6 - h U > * — ;10 - 9 H-h''J ; K (4, 5 - 



Sfe^l 4 7 




1 1 7 
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'H-NMR (CDC la ) 6 = 0. 2 0 (m. 2 H) , 0. 5 5 (m. 2 H) 
0. 9 3 (t. 3 H, J = 7. 4 Hz). 1. 12 (m, 1 H) , 1. 6 9 (m, 
2 H) , 1. 84 (s. 6H), 2. 38 (. s . 3 H) . 2. 55 (s, 3 H) , 
3. 68 Cd, 2H, J = 6. 3 H z) , 3. 86 (t, 2H, J = 7. 4Hz) 
6. 89 (m. 1 H) , 7. 05 (s, 2 H) , 7. 29 (m, 2 H) , 7. 9 
0 (m, 1 H) o 



4-?nn-5. 6, 7, 8 - t- h 5 ^ -Y F n - 2 - * ^JU- 9 - ( 4 - 7 u 
* - 2 , 6 - S> ^ my x — 7U) - 9H-f'J ; F (4, 5 - b ] -f > K- 
flJ^TflJteflJ 4 2 ilRl^iJCSJ^^^^-'S C ifCct *K 4- (N - 7 N - x. 

f^UT S y) - 5, 6, 7, 8-f h7^^f Fn-2-^f^-9 - (l-T'n 
*-2. 6 - v t x— ;10 - 9 H- t° U ~ K C 4 , 5-bW>K-;U£- 

#5o 



Sfe0>J4 8 




MM 4 9 
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Mfam 4 8 TT^^n^ 4 - (N-^fyb-N-xfyl/?;;) -5, 6, 7, 
W - 9H-t'J; K (4, 5 - b) -f > F-;^ffl^tIffif| 4 3 <ti«i:S 
9-(4-yo^-2, 6-v ? >f;l/7x-;l') - 9 H - t' 'J ; K C 4 , 5-b) 



4 - ? a n - 5 , 6, 7, 8-fh5'W Kn-2->fit/-9- ( 4 - :/ n 
-£■-2, 6-^>f^7x-;l/) -9H-k''Ji F (4, 5 - b ) -f > K- 



^■-2, 6-y>f;l/7xiM -9H-f'J; h* (4, 5 - b ) >T > K- ;U<& 
H»15 1 



Mm 5 0 




8 - r- h7^-f K □ — 2 — ^ f-vb- 9 - (4-7p 



OMe 




1 1 9 
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8 -fF5 Ko - 2 - > 9-(4-7a*-2, *.=. 
^) - 9H-lf'J; K (4, 5 - b ) ^ > F-;U£ffl ^THJfe^J 4 3 chl^l&JcK 

9 - ( 4 -yn^r- 2 , 6 -^>f^7x-;t/) -9H-t 5| J ; F C 4 , 5-b) 



4 - ^ o n - 5 , 6, 7, 8 - -r h F a - 2 - ^ ^yb- 9 - ( 4 - 7" □ 

€-2, 6--y>f;l/7i-;l/) -9H-t*'J ; K (4, 5 - b ) ■< > h'-JV^ 
ffl^TISJtgflU 6 il^tUcS^MS-^-SCifc'ckOx 4- (N - •> ? o ^ a fcVU 
y N-^ a tVl/T i J ) -5, 6, 7, 8-fh7/^ Fn-2->f^- 

9 - (4-yn^-2, 6-'^f;b7i-;l') — 9 H — t' U ?. F C 4 , 5-b) 



It 5 2 




Jfefll 5 3 
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HJS^i 5 2 -ef££*l<5 4 - (N- •> ? n^a tVl^ f;l/-N-^n fc'yl/T - 
5, 6, 7, 8 -x Kn- 2 -> 9 - (4 -7n*- 2. 6-^ 

^ f-yU7 - 9H-f'J ; K [4, 5 - b] -Y > K- A/£-ffl^TH«j 4 

3 cb|nI^{cSJ^MS-r^ C 0. 4- (N— uzfu t';u^ f-yu-N-7 0 
atVUT^y) - 2 - ^ 9 - (4-ynt-2, 6 - : J * f-zl/? x — - 

9H-t'U=KC4, 5 - b) -<> K-;U^#£ 0 
SUWfcilfrfll 1 

*f£9Ht£-48j 5 0 m g £¥1*1 9 8 m g £ ^tD3yf^y4 5 m g , t K 
□ + ^yn f;Hr;l/D-7 3 mg i^l*-e+^tc^t^o 2 0 0 

3 ragfciCfXf? U 1 mgiS^U ill 9 mm©#^fflu 

Tfi»2 0 0 m g So £ ©i£Mte<J*gi3jft U> SSI/:(i7^PA3- 

mmmi : cRFSs^t^-rsiigitfe 

C 125 I] (Tyr°) r/hCRF (77i/ + A»S^tt) g^tt«4C 

SPA) £{C«fc*MTo fc 0 thCRFl SS&ilJfil^LM^fSlJlLfc S * n V- 
J*ftW&T vt'('<y 7r- (5 0 mMT ris-HCU 2 raMEGTA, 1 

omMM^^i/-?^ o. i %u '>mmrjvzri pH". 4) icss&L 

n->>,r/hCRF (fWO. 2 5nM) fc.OThea t ge rm Ag 
g 1 u t i n i n SPAt'-X (T.t *> + A<*^^±) &jjax.. ^fit? 9 0 # 
IHK y**.'*- h Lfco Mz&JC 6 0 »HtIL> 7°ls-h±i7>?- ( 

1450 Micro Beta PLUS : 7r^->7^^tf^^t) 

*5feBj^<gjot hCRFl S^(*«w*f-#-5Ji^ti3^ RtfOVr/h 
CRF^-e(0«|5ti[*M3KS|-r*«6^HwJ;- 3 T»fflli$n4tsO - e*0. I CsofiS ( 

12 1 
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nM) -en$tiSo umomm. ttvut^mitt ncrf i^<c*il, i 

C so < 5 0 0 n MOPISH LfCo 

MVim 2 : fflSSrt c AMPt^USi LtzT y 9 zf—X 

I^litU^ra^ - •77-V3D';- (Molecular Pharma 
cology)l45|, 8 7 8 1 ( 1 9 9 4 ^) Klieife^&cm UTrr r> tz Q 
7")XCRF 1 S$#SGIS5E#BflS£T y -tr >T '< y 7 r - C 2 5. A-mMv 

.1...:. .1 i. f*,|SWl(^«f «3W* Vi * ' ,P :U : '' "'* 

X, 7 5 mMT r i s -H C 1 . pH7. 4> 12. 5mMM7^v"5^. 
1. 5 mM EDTA. lmMyfthU^ 0. 2 mM^M^ h U 

7 A. 10 0 mM I BMX ( 3 - -f 7 7^;U- 1 - > ^;U*--tr » ] ICS 

5#RH7 , U>r 3 >L/Co r/hCRF 1 nM) £ 

ftO*.. 3 7t7?3^BI'f>*a'<->3>Lfc, ^Oftl 0 0°C(C3 55-r a ^^L 
■CRJC^ffjhLAio C©!B»ft£«&U ±?f© c AM P *££-tf>f ? U -y ? A 

OTOXCRF 1 t^lC^t'ST n'— X hyg&ter/h CRFICiS c A 
MP^^£#p#J-r3^;fr{CcJ: oTM£n£ ICso (nM) 

*l£ 0 t£JR<D|§j|& N I C so < 5 0 0 nMOPlS^^Lfco 

fyi/7'>3>*7>F'7-7 (Depression and Mani 
a) (From Neurobiology to Treatment ; Ra 
ven Press, NY (1995)) IzmCXftOo 3 v b teAitf^. ilBiJ 
fitL> ^7K)ffi{i 1 ii^^i LTlslW-T^o 1 I B •> a 

»7k£Anfc*&;ikm<h7k£AnfcJffi© 2*£tiilW'7--'>'«-MLj&^ 5 -y Meg 
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tzteumt&mz i b i suna-^u *c<D'&.vc&m$km<D* v (*•&, m 

4 : -y b^-ffl 

y +• — ;l/ • ^- y • 7 y — v n n v — • T > K • jc^x^'J^ -fcr -7 £ 

T-f ?7 (Journal of Pharmacology and E 
xperimental Therapeutics) 269, 564 (199 

±t011Mt-7 i >7-A (Open arm) i?n-XF7-A(Cr 
o s e d a r m) «c#tf-C®J5£ U * - -f > T - A^OiiAlI^ — T > T — 

'Jt-f (Brain Research) 623, 229 (19 
9 3 ) IzmCTftjo m^mft-?^ -y M:!^^ a y * (2 mA) £ 1 0 #ffflJi 
itt^o L^acD^JC^jg^ >y h£l O^fflAtlSo *ORiO|f»«rt"-r 

**-^-tc«kt)ESL^ i-<^nmmm^m\^^o &mt&w 3 £:2mmiz& 

'Wtny^jl/.f^^Th'J- (Biological Psychiat 
ry) 27, 1094 (1990) izmCXnOo 5 -y h teA^fSfcWIS* 1"*o 
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1 . -«3£ ( I ) 




(s:*. sjAiiS: ( i i ) . a; ( I I i ) *fc(±5£ ( i v) 




anA*<a: (in *fci±*$ (i i i) ^sns^ia-^T, 
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U 

Kn + ->s X/l/7hK'J;K T^ + ^f-*^ t Fn + ->7^^K 7v;K 7; 
"jnTTKQ >i/TT7T*l^T^?7b" 7 ^. y . 7 ;i/ 3 4- •> 7 ;u 4- 7; ;7;^;k 
7yi/*;U7 ~ y 7;u4-;K v*7vu*;i>7 i y ryu*yu*»J;tf— h atf^awrna 
Hl-t fc{iS^-Bg^S^ 1 ~ 3 fittSK < iilM^f L^^7 U - 

T;u^r;u. •> ^ n7;u^;i/. 7;t/=i4-->. 7->;k 7'J— ;K ^fn7'J-;k 

+ ->T;u*;K 77i'^;i'7^7;i'+;k v tjv^-jvt X J T^^^t tzli— h 

33 A #3; (IV) -C^$tl5i»-^tc*j^Ts 
R' (i7k^> 7A/4 S -;K •> ? □ 7;i/^/K T y tetter- □ 7 'J -^^tk 
L> R 2 is^C^'R 3 ti|Si— 4fc(±Sl4-jt, 7;U*;K ^o7M/K > ? n 
7;i/^;i/7;i/^r;u. tFn + ->7;^ik 7 5;^;k ^-r a 7 U -^7/1/^^. 
7->;k 7;ur3 4-'>7;u^;u> 7;i/^;u^^7;u^;u. 7;/7;i/+^ 7;u4- 
;l/7W7;^;k i?7;l/*^7; y7/i/+yk iiJltf*- i/T Ji/f-frt. tzteTJi 

R 8 liAnyy, 7;U4-;Ux 7;Un4r->. ^ n y Wb7^4-;u. t Fa*^ 
7;U^/U^^- N tFD*'>7^k 7WK 7^y. 7A/*;I/7;;s v7;U 

*;i/7^y N 7/i/3*'>7;v*^$t(i-hn^/TL, 
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T->;K 7;7^ 7A+^7; A i?T Jl<*- Jl<7 i S s 7 Jl ? * T * 
2 . — P&jS, ( I ) ic&l^ 3gA*<iS (II) 



T7U^;i/T ^ /" . y7;W7;;, r^n^y?;^^ 7W7;^;k 

3. -^xC (I) JC&^T. 3SA*<S; (III) 
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R 7 




Ar 



(III) 

T7U+/u^;f\ /Nny >"fbTyu^yi/. tKn*->, tKn + ^7;i/+;K T/u^ 

r;u^;UT^y. ^t/u^ut ^ j . Tyun^->7^^yu. 7i;7;^yK 

1=1— £ fcliStt-SBgia* 1 ~ 3 ^ L < teBgU£3rWLtt^7 'J - 

^l/:(^f D7'J-;^^t, ) 

4 . -»3£ ( I ) {C&^T. 3|AA<S: ( I V) 
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5. — fl&5£ (I) IC&^T. 33A(iiS (II) (III) 

R 1 {iK*»l~307;l/*;l/, ^^o7i^iW 7;^ + y v 7^3^->7 
t Kn>->, t Fu*i/TJ\'*Jl'. 7^y. 7^+^7^> S>7;U*- 

R 2 4oi:o'R 3 (i|S|— *nfti7;i/+;K •>^n7;v*;i/7 

*> T ;u 4- £ tz it 7 Jl 4- ;u * T jv 4- ;u £ L . 

1 — 3 ©7;i/*A\ ^b7;^;k T;i/=i^->. T * Ji< £ fz 

6. (I) i:fe^t> lAliS (I I) (III) 

R 1 liy?-;K y h^-A tKa + ^ T^y. hij7;i/tn^f;i/t'fc(i^ 
t K y j\s&tfL, 

. R 2 fcctO'R 3 <±|§| — -tn^'tlT;!/*^ ^n7M;b7 
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R 4 , R s &«fctfR 7 liR— *fci«tt-DT. *n«€:*ft7k*. It*. & 
1 — 3 £>T;t/*;K ^ h 4- •>£ £ ti MJ 7 /Vff o ^ fft&m U 

$ n a m. t tz a -e ©7K^ 0 

7. (I) Kfc^T. ^AttiS (II) £7*rte5£ (III) £r^U 
R' Ji> fvU£fc(±^ h^T'>^r^L. 

R 2 fccfctfR 3 CD ■£:6<.x.*' A/ £ fcfi •> ? n 7 a t°;U> f-yU 

^> ^yuT ^ y *Ms»igtdrn'5ra— £ tztemte&m&mz 3 iiw-rs 2 , 4, 6- 

h U It SI "7 ;l/*^Ls 
R 4 . R 6 £=}:tfR r «R — lf:Wi-:u *n-e*n7k*. ^ffc^r 

rFS $ n S A: (i <D7Kfn$Jo 

8. -j&xS ( I ) {cfc-^T. fllA«is5: ( I V) 

R' teT/U^K >>?n7^ 7 'J - /:(i^fo7 'J -^^^L> 

7 5;i/+;k ^n7'J-^7W, TWK 3 * •> T 
T;l/ + ;Uf-^-T;l/*;U N 7;7 7/^;K 7^;l/7;/7^ik y7;i/ + ^ 
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R 8 \t^u?>^ TA^rJl/, 7;I/3 + a /Nay WkTyl/^yU. b Kp4^-> n 

R 9 fcctO*R 10 (iH-^^(iM^oT. tn^ny 7yU*yl/> 7;l/=i 
Any Wtryu^yK t Kn*'>, 7;u^;i/^;t\ t Ko*->7;t/*;k 
7->;k r^y, r;u+;ur^y. yy;u*;u7 5y N yyus 4- ->yyt/^yu£ tz 

9. — ttsc: (i) {c*5^t> 3»Atis: (iv) £-^u 

' R 1 tiyf;k x*-;K 7nbf;K 7i-;K fUi^yK fx-;H/:(i7'J 

R 2 fectO'R 3 iilnj— tfcliRACo-c. ^ti-enryu^yl/^ y^n7i^;l/7 
yu^yK 7 7^+;k yyl/3 * •> yyl/^yK t )V*j\s?-jrT fr^rJV^ 77;u^'^-> 
yyu^yut f;(i7^3 + ->^;t/t«- ;ut;u^;U£-7f L> 

R 8 «±^^s ft*. R*ai-3(07m, 7^3 + ^|/-;.{i/Nn7 t ' Wfcy 

yyu^yk. 7;i/3 + <>tfcB^n 7 ' Wfcy;u*yu£jjtL.; 

1 0. — JfcxS ( I ) JC&^T. ^A(i3£ ( I V) £tfU 
R l it/ ^JI&tfL. 

t7nt^*SK £>£i<M;iR 2 fectO'R 3 (iifc{:2-> b^-z^f-yu^ j. 
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4- (N-^f;l/-N-xf;b7;;) -2, 5-S^f;U-7- (2, 4, 
6-MJ^;l/7x-^) fxy [3. 4-d] tf'J 

4 -t'X (2 - ; h4-->xf /lO T ^ y — 2 , 5 - 7 - (2. 4, 

6 - h 'J ; x-;U) fx; [ 3 , 4 — d ] t° 'J i v 5 >> 

4- (N- o^a tVM f vI'-N-^'d tVl/7 ^ J ) -2, 5-'JJ^Jl>- 

7 - (2, 4, 6 - HJ ^f^7i-;l/) fx; [3, 4-d] f'J;-^^ 
4- (N-yf;l/-N-xf;l/7;;) - 2 - > f ;U- 7 - (2, 4, 6 - h 

u ^ x— fx/[3, 4-d] e'jsyy, 

4- (N-*>* D7"a tVI/^ f ;l/-N-yn tVUT ~ J ) -2-;f;U-7- ( 
2, 4, 6 - h'jyf;l/7ix;v) fx; [3, 4-d] hf 'J S ^ >> 

4- (N-yf^-N-xf/V7;;) - 6 - * a o - 2 - > f J]/- 8 - (2, 
4, 6-MJ>f/l/7xx;l/) 47-yj>> 

4- (N-7'f;l/-N-xf;l/7;;) -2-;f;U-8- (2, 4, 6 - h 

| j;f;i/7ixw +7-/v>, 

4 - fx ( 2 - ; K->xf;l/) 7;;-6-^nn r 2-; f ;U- 8 - ( 2 , 
4, 6 - F'J/f^7xx;l/) ^t7'J>v 

6-^on-4 - (N-y707 p ot°;U^f^-N-7'atVl/7i ;) - 2- 
;f;l/-8-(2. 4, 6 - h U ^ f ;l/7 xx;l/) ^t'/'J 

6-^nn-4-^xf^7;;-2->f^-8 - (2, 4, 6 - h V > f 
^7xx;l/) +f/'J 



1 3 2 



WO 98/29397 



PCT/JP97/04782 



4 - (N-y^nT'at'yMf^-N-yat^T ^ J ). - 2 - t*)V- 8 - ( 
2, 4, 6-h'J^;i/7x-;i/) ^f/'jy, 

4 - k** ( 2 h + ->i^yl/) 7 ^ 7 - 2 -/ 8 - ( 2 , 4, 6-N 

i , J^f;i/7x-;i/) *t > /'J>, 

4-^7 , ot a ;l/7^;-2-yf^-8- (2, 4, 6 - h 'J > f ^7 x-;l/) 

4 - : J7"*?-JVT I J - 2 8 - ( 2 , 4, 6 - h U / f-A* "7 * — ;U) 

6-^na-4- (N - n ^ □ N - -f a VjVT i J ) -2- 

^ - (2, 4, 6-h'J^^7x^;b) ^tv*'J>, 

4- (N-^f/lz-N-xf-;!/?;;) - 6- ^nn-2-^ h + y-8 - ( 
2, 4, 6-h«J^f^7ii;l/) +f/'J>, 

4 - (N- •> ? o^n tf;uy N-7°u fcfyl/T i7) - 2 - ^ h * •> - 8 - ( 

2, 4, 6-h»J^Wi^) *f'/'J>, 

4- (N-yf;l/-N-x^;l/7; ;) - 2 - > b * ■> - 8 - (2, 4, 6- 
h'J^f;l'7x-yl/) 

4- (N-W-N-xf^?;;) -5, 6, 7, 8 - f Kn- 
2 -jtf-Jb- 9-(2, 4, 6-hU yf-^U7x— ;U) - 9 H - f 'J ; K [ 4 , 
5 - b] >f > K-vl/. 

4- (N-y^;l/-N- if-yUT = y ) - 2 9 - (2, 4, 6-h 
U ^ f;l/7xx^/) — 9 H — fcf U ^ K C 4 , 5 - b] -f y 

4-t*7 (2-> h*->xf;i/) 7;;-5, 6, 7, 8-f h7^^ Fn- 
2-^^-;U-9-(2, 4, 6-h'J^Jl/7x ■=./!,) — 9 H — b? V - K C 4 , 
5 - b] ^ > K-;K 

4-b*X (2-y h^yxfyl/) 7;7-2->f^-9 - (2, 4, 6-h 
U / x — - 9 H- fcf V i K [4, 5 - b] > K-^K 

4- (N-->^D7'nl:yMf-il/-N-7'nf;l/7; y) -5, 6, 7, 8- 
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fh7'^Kn-2-^;i/-9 - (2, 4, 6 - h U * f;l/7 x ;u) - 9 H - 
f'J; K C 4 , 5 - b ] > K-^K *5 <fc 

4- (N- dt'd f-Jl-N-Zf.a ¥ JIT i J ) -2-^^-9- ( 

2, 4, 6 - h 'J ^f;i/7ii;b) .- 9 H-t'V ^ K [4, 5 - b ] 'f > K-7l/ 

i 3. »Soisi fiaiioni^ey s^wb^Bu ^cesagjis^;* ft 
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